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(57) The present invention provides fused heterocyclic derivatives represented by the general formula: 
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wherein R 1 represents H, halogen, OH, etc.; R 2 represents H, halogen or an alkyl group; R 3 and R 4 represent H, OH, 
halogen, etc.; Q represents alkylene, etc.; ring A represents aryl or heteroaryl; and G represents 
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or 




(Gl) 



(G2) 



or pharmaceuticatly acceptable salts thereof, or prodrugs thereof, which exhibit an excellent inhibitory activity in 
human SGLT and are useful as agents for the prevention or treatment of a disease associated with hyperglycemia 
such as diabetes, postprandial hyperglycemia, impaired glucose tolerance, diabetic complications or obesity, pharma- 
ceutical compositions comprising the same, and pharmaceutical uses thereof. 
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Description 

Technical Field 

5 [0001J The present invention relates to fused heterocyclic derivatives, pharmaceutical^ acceptable salts thereof or 
prodrugs thereof which are useful as medicaments , pharmaceutical compositions comprising the same and pharma- 
ceutical uses thereof. 

[0002] More particularly, the present invention relates to fused heterocyclic derivatives having an inhibitory activity 
in human SGLT, pharmaceutically acceptable salts thereof or prodrugs thereof which are useful as agents for the 
w prevention or treatment of a disease associated with hyperglycemia such as diabetes, impaired glucose tolerance, 
diabetic complications or obesity, pharmaceutical compositions comprising the same and pharmaceutical uses thereof. 

Background Art 

is [0003] Diabetes is one of lifestyle-related diseases with the background of change of eating habit and lack of exercise. 
Hence, diet and exercise therapies are performed in patients with diabetes. Furthermore, when its sufficient control 
and continuous performance are difficult, drug treatment is simultaneously performed. In addition, it has been confirmed 
by large-scale clinical trial that it is necessary to practice a long-term strict control of blood sugar level so as to prevent 
patients with diabetes from occurring and advancing diabetic complications by receiving treatment (for example, see 

20 the following References 1 and 2). Furthermore, many epidemiologic studies on impaired glucose tolerance and mac- 
roangiopathy show that impaired glucose tolerance as the boundary type is also a risk factor in macroangiopathy as 
well as diabetes. Thus, needs to improve postprandial hyperglycemia have been focused (for example, see the following 
Reference 3). 

[0004] in recent years, development of various antidiabetic agents has been progressing with the background of a 

25 rapid increase of patients with diabetes. For example, Antidiabetic agents such as biguanides, sulfonylureas, insulin 
sensitivity enhancers, a-gtucosidase inhibitors and the like have been employed. However, biguanides and sulfonylu- 
reas show occasionally adverse effects such as lactic acidosis and hypoglycemia, respectively. Insulin sensitivity en- 
hancers show occasionally adverse effects such as edema, and are concerned for advancing obesity. In addition, a- 
glucosidase inhibitors, which delay carbohydrate digestion and absorption at the small intestine, are used to improve 

30 postprandial hyperglycemia. It has been also reported that acarbose, one of a-gtucosidase inhibitors, has an effect of 
preventing or delaying the incidence of diabetes by applying to patients with impaired glucose tolerance (for example, 
see the following Reference 4). However, since a-glucosidase inhibitors do not affect elevated glucose levels by in- 
gesting a monosaccharide of glucose (for example, see the following Reference 5), with recently changing compositions 
of sugars in meals, a wider range of activities inhibiting carbohydrate absorption has been desired. 

35 [0005] In recent years, research and development of new type antidiabetic agents have been progressing, which 
promote urinary glucose excretion and lower blood glucose level by preventing reabsorption of excess glucose at the 
kidney (for example, see the following Reference 6). In addition, it is reported that SGLT2 (sodium-dependent glucose 
transporter 2) is present in the S1 segment of the kidney's proximal tubule and participates mainly in reabsorption of 
glucose filtrated through glomerular (for example, see the following Reference 7). Accordingly, inhibiting a human 

40 SGLT2 activity prevents reabsorption of excess glucose at the kidney, subsequently promotes excreting excess glucose 
though the urine, and normalizes blood glucose level. In addition, since such agents for promoting the excretion of 
urinary glucose excrete excess glucose though the urine and consequently the glucose accumulation in the body is 
decreased, they are also expected to have a preventing or alleviating effect on obesity and a diuretic effect. Furthermore, 
the agents are considered to be useful for various related diseases which occur accompanying the progress of diabetes 

45 or obesity due to hyperglycemia. 

[0006] Furthermore, it has been known that SGLT1, sodium-dependent glucose transporter 1, exists in the small 
intestine which controls carbohydrate absorption. It has been also reported that insufficiency of glucose and galactose 
absorption arises in patients with dysfunction due to congenital abnormalities of human SGLT1 (for example, see the 
following References 8-10). In addition, it has been confirmed that SGLT1 is involved in glucose and galactose ab- 

so sorption (for example, see the following References 11 and 12). Furthermore, it is confirmed that mRNA and'protein 
of SGLT1 increase and absorption of glucoses are accelerated in OLETF rats and rats with streptozotocin-induced 
diabetic symptoms (for example, see the following References 13 and 14). Generally in patients with diabetes, carbo- 
hydrate digestion and absorption are increased. For example, it is confirmed that mRNA and protein of SGLT1 are 
highly increased in the human small intestine (for example, see the following Reference 15). Therefore, blocking a 

55 human SGLT1 activity inhibits absorption of carbohydrates such as glucose at the small intestine, subsequently can 
prevent increase of blood sugar level. Especially, it is considered that delaying glucose absorption based on the above 
mentioned mechanism is effective to normalize postprandial hyperglycemia. 

[0007] Therefore, fast development of antidiabetic agents with novel action mechanism, which have an inhibitory 
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activity in human SGLT, has been desired to improve or solve the above-mentioned problems. 
[0008] Fused heterocyclic derivatives provided in the present invention are entirely novel compounds. It has not ever 
been reported that these fused heterocyclic derivatives have an inhibitory activities in SGLT1 and/or SGLT2 and inhibit 
absorption of glucose and galactose at the small intestine, or are useful as agents to inhibit reabsorption of excess 
5 glucose at the kidney. 

Reference 1: The Diabetes Control and Complications Trial Research Group, N. Engl. J. Med., 1993.9, Vol.329, No. 
14, pp.977-986; 

Reference2: UK Prospective Diabetes Study Group, Lancet 1998.9, Vol. 352, No. 9131, pp.837-853; 
Reference 3: Makoto TOMINAGA, Endocrinology & DiabetoJogy, 2001 .11, Vcl.13, No.5, pp.534-542; 
10 Reference 4: Jean-Louis Chiasson and 5 persons, Lancet, 2002.6, Vol.359, No. 9323, pp.2072-2077; 

Reference 5: Hiroyuki ODAKA and 3 persons. Journal of Japanese Society of Nutrition and Food Science, 1992, Vol. 
45, p.27; 

Reference 6: Luciano Rossetti and 4 persons, J. Clin. Invest., 1987.5, Vol.79, pp.151 0-1 51 5; 

Reference 7: Yoshikatsu Kanai and 4 persons, J. Clin. Invest., 1994.1, VoL93, pp.397-404; 
15 Reference 8: Tadao BABA and 1 person, Supplementary volume of Nippon Rinsho, Ryoikibetsu Shokogun, 1998, No. 

19, pp.552-554; Reference 9: Michihiro KASAHARA and 2 persons, Saishin Igaku, 1996.1, Vol.51, No.1, pp.84~90; 

Reference 10: Tomofusa TSUCHIYA and 1 person, Nippon Rinsho, 1997.8. Vol.55. No.8. pp.21 31 -21 39; 

Reference 11: Yoshikatsu KANAI , Kidney and Dialysis, 1998.12, VoL45, extra edition, pp. 232-237; 

Reference 12: E. Turk and 4 persons , Nature, 1991. 3 , Vol.350, pp. 354-356; 
20 Reference 13 : Y. Fujita and 5 persons, Diabetologia, 1998. Vol.41, pp. 1459-1 466; 

Reference 14: J. Dyer and 5 persons. Biochemical Society Transactions, 1997, Vol.25, p.479S; 

Reference 15: J. Dyer and 4 persons, American Journal of Physiology, 2002.2, Vol.282, No.2, pp.G241-G248 

Disclosure of the Invention 

25 

[0009] The present inventors have studied earnestly to find compounds having an inhibitory activity in human SGLT. 
As a result, it was found that certain fused heterocyclic derivatives represented by the following general formula (I) 
show an inhibitory activity in human SGLT1 and/or SGLT2 and are excellent agents having inhibitory activity in increase 
of blood glucose level or lowering blood glucose level as shown below, thereby forming the basis of the present inven- 
30 tion. 

[0010] The present invention is to provide novel compounds which show an inhibitory activity in human SGLT, phar- 
maceutical compositions comprising the same and pharmaceutical uses thereof. 
[0011] This is, the present invention relates to 

35 [1] a fused heterocyclic derivative represented by the following general formula (I): 




wherein 

R 1 represents a hydrogen atom, a halogen atom, a hydroxy group, an amino group, a mono or di(C 1 _ 6 alkyl) 
amino group, aC^ alkyl group, a C^ alkoxy group, a halofC^ alkyl) group, a halo(C 1 . 6 alkoxy) group, a hydroxy 
(C^ alkyl) group, a hydroxy(C 1 . 6 alkoxy) group, a mono or difrydroxyfC^ a!kyl)]amino group, a carboxy group, 
a C 2 . 7 alkoxycarbonyl group, a carbamoyl group or a carbamoyl (C^ alkyl) group; 

R 2 represents a hydrogen atom, a halogen atom oraC^ alkyl group; 

R 3 and R 4 independently represent a hydrogen atom, a hydroxy group, a halogen atom, aC^ alkyl group, 
a C 2 _6 alkenyl group, a C^ alkynyl group, a C 1-6 alkoxy group, a C 2 ^ alkenyloxy group, aC^ alkyl thio group, a 
C 2 _6 alkenylthio group, a halofC^ alkyl) group, a halofC-,^ alkoxy) group, a halo(C 1-6 alkylthio) group, a hydroxy 
(C^ alkyl) group, a hydroxyfC^alkenyl) group, a hydroxyfC^ alkoxy) group, a hydroxyfC^ alkylthio) group, a 
carboxy group, a carboxyCC^ alkyl) group, a carboxy(C 2 ^ aikenyi) group, a carboxyfC-i _e alkoxy) group, a carboxy 
(C^ alkylthio) group, a C^.j alkoxycarbonyl group, a C 2 . 7 alkoxycarbony'f-substituted (C 1-6 alky]) group, a C^ 
alkoxycarbonyl-substituted (C 2 ^ aikenyi) group, a C^ alkoxycarbonyl-substituted (C^ alkoxy) group, a C^ 
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alkoxycarbonyt-substituted (C^ alkylthio) group, aC 14 alkylsuffinyl group, a alkylsulfonyl group, -U-V-W-N 
(R 5 )-Z or any of the following substitutes (i) to (xxviii) which may have 1 to 3 substituents se!ected from the following 
substituent group a on the ring; 

(i) a Cg_ 10 aryl group, (ii) Cg_ 10 aryi-O-, (tii) Cg_ 10 aryl-S-, (iv) a Cg_ 10 aryl-substituted (C^ alkyl) group, (v) a 
C6-io aryl-substituted (C^ alkoxy) group, (vi) a Cg.^Q aryl-substituted (C^_g alkylthio) group, (vii) a heteroaryi group, 
(viii) heteroaryl-O, (be) heteroaryl-S-, (x) a heteroaryl(C 1 _ 6 alkyl) group, (xi) a heteroaryi (C,^ alkoxy) group, (xti) a 
heteroaryi (C^alkylthio) group, (xiii) a C3.7 cydoalkyl group, (xiv) C^ 7 cydoalkyl-O-, (xv) C3_ 7 cyctoalkyt-S-, (xvi) 
a 03.7 cydoalkyl-substituted (C^ alkyl) group, (xvti) a cydoalkyl-substituted (C,^ alkoxy) group, (xviii) a C3.7 
cycloalkyl-substituted (C^ alkylthio) group, (xix) a heterocycloalkyl group, (xx) heterocydoalkyt-O-, (xxi) hetero- 
cydoalkyl-S-, (xxii) a heterocydoalkyKC^ alkyl) group, (xxiii) a heterocydoalkyKC^ alkoxy) group, (xxiv) a het- 
erocydoalkytfC^ alkylthio) group, (xxv) an aromatic cydic amino group, (xxvi) an aromatic cyclic amino (C^ 
alkyl) group or (xxvii) an aromatic cydic amino(C 1-6 alkoxy) group, (xxviii) an aromatic cyclic aminofC^ alkylthio) 
group, 

U represents -O- , -S- or a single bond and with the proviso that at least one of V and W is not a single bond, 
when U is -O- or -S-); 

V represents a alkylene group which may have a hydroxy group, a C 2 _6 alkenylene group or a single bond; 
W represents -CO-, -S0 2 -, -C(=NH)- or a single bond; 

Z represents a hydrogen atom, a C2.7 alkoxycarbonyl group, a Ce_ 10 aryl-substituted (C2.7 alkoxy carbonyl) 
group, a formyl group, -R* -COR b , -S0 2 R b , -CONfRCjR 0 , -CSN(R C )R D , -S0 2 NHR A or -C(=NRE)N(R F )R G ; 

R 5 , R A , R c and R D independently represent a hydrogen atom, aC 14 alkyl group which may have 1 to 5 
substituents selected from the following substituent group p or any of the following substitutes (xxix) to (xxxii) which 
may have 1 to 3 substituents selected from the following substituent group a; 

(xxix) a C^q aryl group, (xxx) a heteroaryi group, (xxxi) a C3.7 cydoalkyl group or (xxxii) a heterocycloalkyl 

group 

or both of Z and R 5 bind together with the neighboring nitrogen atom to form an aliphatic cyclic amino group 
which may have 1 to 3 substituents selected from the following substituent group a; 

or both of R c and R° bind together with the neighboring nitrogen atom to form an aliphatic cyclic amino group 
which may have 1 to 3 substituents selected from the following substituent group a; 

R B represents a C 2 . 7 alkoxycarbonyl group, a alkylsulfonylamino group, a C6_ 10 arylsulfonylamino group, 
a alkyl group which may have 1 to 5 substituents selected from the following substituent group p or any of 
the following substitutes (xxxiii) to (xxxvi) whichmayhave 1 to 3 substituents selected from the following substituent 
group a; 

(xxxiii) a C^ 0 aryl group, (xxxiv) a heteroaryi group, (xxxv) a C3.7 cydoalkyl group or (xxxvi) a heterocy- 
cloalkyl group, 

R E , R F and R G independently represent a hydrogen atom, a cyano group, a carbamoyl group, a C 2 . 7 acyl 
group, a C 2 . 7 alkoxycarbonyl group, a C^q aryl-substituted (C 2 . 7 alkoxycarbonyl) group, a nitro group, a 
alkylsulfonylgroup, a sulfamoyl group, a carbamimidoyl group or a alkyl group which may have 1 to 5 substit- 
uents selected from the following substituent group p; 

or both of R E and R F bind together to form an ethylene group ; 

or both of R F and R G bind together with the neighboring nitrogen atom to form an aliphatic cyclic amino group 
which may have a substituent selected from the following substituent group a; 

Y represents -0-, -S-, or -NH- which may be substituted by a alkyl group or a halofC^ alkyl) group; 
Q represents -C^ alkylene-, -C 2 ^ alkenylene-, -C 1-6 alkylene-O-, -C^ alkylene-S-, -O-C^ alkylene-, 

-S-C-,^ alkylene-, -C^ alkylene-O-C^ alkylene- or -C^ alkylene-S-C^ alkylene-; 
ring A represents a Cg_ 10 aryl group or a heteroaryi group; 
G represents a group represented by the formula: 




(Gl) 



OH 



or a formula: 
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(G2); 



[substituent group a] 

a halogen atom, a hydroxy group, an amino group, a alky! group, a C 1-6 alkoxy group, a halofC^ 
alkyl) group, a halofC^ a!koxy)group, a hydroxyfC-,^ alkyl) group, a C 2 .j alkoxycarbonyl-substituted (C^ 
alkyl) group, a hydroxy(C 1 ^ alkoxy) group, an aminofC^ alkyl) group, an aminotC^ alkoxy) group, a mono 
or difC^ a!ky!)amino group, a mono or difhydroxyfC^ a!kyl)]amino group, a aikylsuffonyl group, aC^ 
alkylsulfonylamino group, a alkylsuffonytamino-substituted (C^ alkyl) group, a carboxy group, a 
alkoxycarbonyl group, a sulfamoyl group and -CON(R H )R 1 

[substituent group [J] 

a halogen atom, a hydroxy group, an amino group, a C 1-6 alkoxy group, aC u alkylthio group, a halo 
(C^ alkoxy) group, a halofC^ alkylthio) group, a hydroxy^ ^ alkoxy) group, a hydroxyfC^ alkylthio) group, 
an aminofC^ alkoxy) group, an aminofC^ alkylthio) group, a mono or difC^ alkyl) amino group, a mono 
or di[hydroxy(C 1 . 6 alkyl)] amino group, an ureido group, a sulfamide group, a mono or d^C,^ alkyl)ureido 
group, a mono or dilhydroxyfC^ alkyl)]ureido group, a mono or di(C 1 _ 6 alkyl)sulfamide group, a mono or di 
[hydroxy(C 1 ^ alkyl)]-su!famide group, a C2.7 acylamino group, an amino(C 2 . 7 acylamino) group, aC u aikyl- 
suffonyl group, a aikylsulfonytamino group, a carbamoyl^ _g alkylsulfonylamino) group, a carboxy group, 
a C 2 _ 7 alkoxycarbonyl group, -CON(R H )R', and any of the following substitutes (xxxvii) to (xxxxviii) which may 
have 1 to 3 substituents selected from the above substituent group a on the ring; 

(xxxvii) a Cq_ a0 aryl group, (xxxviii) C^q aryl-O-, (xxxix) a Cg_ 10 aryl-substituted (C^ alkoxy) group, 
(xxxx) a C^q aryl-substituted (C^ alkylthio) group, (xxxxi) a heteroaryl group, (xxxxii) heteroaryl-O-, (xxxxiii) 
a C^cycloalkyl group, (xxxxiv) C$_ 7 cycloalkyl-O-, (xxxxv) a heterocycloalkyl group, (xxxxvi) heterocycloalkyl- 
O-, (xxxxvii) an aliphatic cyclic amino group or (xxxxviii) an aromatic cyclic amino group 

R H and R' independently represent a hydrogen atom or a alkyl group which may have 1 to 3 sub- 
stituents selected from the following substituent group y, 

or both of R H and R 1 bind together with the neighboring nitrogen atom to form an aliphatic cyclic amino 
group which may have 1 to 3 substituents selected from the following substituent group 5; 

[substituent group y\ 

a halogen atom, a hydroxy group, an amino group, a alkoxy group, a halofC-,^ alkoxy) group, a 
hydroxy(C 1 ^ alkoxy) group, an aminotC^alkoxy) group, a mono or dKC^alkylJamino group, a mono or di 
[hydroxy(C 1 . 6 alkyl)]amino group, an ureido group, a sulf amide group, a mono or difC^g alkyl) ureido group, 
a mono or difhydroxyfC^ a!kyl)]ureido group, a mono or di(C t ^ alkyl)sulfamide group, a mono or di[hydroxy 
(C,^ alkyl)]-sulfamide group, a C2.7 acylamino group, an amino(C2. 7 acylamino) group, aC u alkylsulfonyl 
group, aC 1{ alkylsulfonylamino group, a carbamoylfC^ alkylsulfonylamino) group, a carboxy group, a C2.7 
alkoxycarbonyl group and -CON(R J )R K 

[substituent group 5] 

a halogen atom, a hydroxy group, an amino group, a alkyl group, a alkoxy group, a halofC^ 
alkyl) group, a halofC,^ alkoxy) group, a hydroxyfC^ alkyl) group, a C 2 . 7 alkoxycarbonyl-substituted (C,^ 
alkyl) group, a hydroxyfC^ alkoxy) group, an amino(C-,^ alkyl) group, an amino(C 1 ^ alkoxy) group, a mono 
or difC^g alkyl)amino group, a mono or di[hydroxy(C 1 ^ alkyl)] amino group, a C^_ 6 alkylsulfonyl group, a 
alkylsulfonylamino group, a C 1-6 alkylsulfonylamino-substituted (C^ alkyl) group, a carboxy group, a C2.7 
alkoxycarbonyl group, a sulfamoyl group and -CON(RJ)R K 

R J and R K independently represent a hydrogen atom or a alkyl group which may have any 1 to 3 
substituents selected from a hydroxy group, an amino group, a mono or difC,^ alkyl) amino group, a C 2 _7 
alkoxycarbonyl group and a carbamoyl group; 

or both of R J and R K bind together with the neighboring nitrogen atom to form an aliphatic cyclic amino 
group which may have any 1 to 3 substituents selected from a hydroxy group, an amino group, a mono or di 
(C^ aIkyl)amino group, a Cj^ alkyl group, a hydroxy(C-^_g aIkyl)group, a C 2 _7 alkoxycarbonyl group, a C 2 _7 
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alkoxycarbonyl-substituted (C^ alky]) group and a carbamoyl group, 
or a pharmaceutically acceptable salt thereof, or a prodrug thereof; 

[2] a fused heterocyclic derivative as described in the above [1], wherein R 2 represents a hydrogen atom; Y rep- 
5 resents -O-, -S- or -NH-; Q represents an ethylene group, or a pharmaceutically acceptable salt thereof, or a 

prodrug thereof; 

[3] a fused heterocyclic derivative as described in the above [1] or [2] , wherein the ring A represents a group 
derived from a benzene ring , a pyridine ring, a pyrimidine ring, a pyrazine ring or a pyridazine ring, or a pharma- 
ceutically acceptable salt thereof, or a prodrug thereof; 
10 [4] a fused heterocyclic derivative as described in the above [3], wherein the ring A represents a phenyl group, or 

a pharmaceutically acceptable salt thereof, or a prodrug thereof; 

[5] a fused heterocyclic derivative as described in the above [3], wherein the ring A represents a pyridyl group, or 
a pharmaceutically acceptable salt thereof , or a prodrug thereof; 

[6] a pharmaceutical composition comprising as an active ingredient a fused heterocyclic derivative as described 
15 in any one of the above [1] - [5], or a pharmaceutically acceptable salt thereof, or a prodrug thereof; 

[7] a human SGLT inhibitor comprising as an active ingredient a fused heterocyclic derivative as described in any 
one of the above [1] - [5], or a pharmaceutically acceptable salt thereof, or a prodrug thereof; 
[8] a human SGLT1 and/or SGLT2 inhibitor comprising as an active ingredient a fusedheterocyclic derivative as 
described in any one of the above [1] - [5], or a pharmaceutically acceptable salt thereof, or a prodrug thereof; 
20 [9] a human SGLT inhibitor as described in the above [7] or [8], which is an agent for the inhibition of postprandial 

hyperglycemia; 

[10] a human SGLT inhibitor as described in the above [7] or [8], which is an agent for the prevention or treatment 
of a disease associated with hyperglycemia; 

[11] a human SGLT inhibitor as described in the above [10], wherein the disease associated with hyperglycemia 
25 is a disease selected from the group consisting of diabetes, impaired glucose tolerance, diabetic complications, 

obesity, hyperinsulinemia, hyperiipidemia, hypercholesterolemia, hypertriglyceridemia, lipid metabolism disorder, 

atherosclerosis, hypertension, congestive heart failure, edema, hyperuricemia and gout; 

[12] a human SGLT inhibitor as described in the above [7] or [8], which is an agent for the inhibition of advancing 

impaired glucose tolerance into diabetes in a subject; 
30 [13] a pharmaceutical composition as described in the above [6], wherein the dosage form is sustained release 

formulation; 

[14] a human SGLT inhibitor as described in any one of the above [7] - [1 2], wherein the dosage form is sustained 
release formulation; 

[15] a method for the inhibition of postprandial hyperglycemia, which comprises administering an effective amount 
35 of a fused heterocyclic derivative as described in any one of the above [1 ] - [5], or a pharmaceutically acceptable 

salt thereof, or a prodrug thereof; 

[16] a method for the prevention or treatment of a disease associated with hyperglycemia, which comprises ad- 
ministering an effective amount of a fused heterocyclic derivative as described in any one of the above [1}-[5], or 
a pharmaceutically acceptable salt thereof, or a prodrug thereof; 

40 [17] a method for the prevention or treatment as described in the above [16], wherein the disease associated with 

hyperglycemia is a disease selected from the group consisting of diabetes, impaired glucose tolerance, diabetic 
complications, obesity, hyperinsulinemia, hyperiipidemia, hypercholesterolemia, hypertriglyceridemia, lipid metab- 
olism disorder, atherosclerosis, hypertension, congestive heart failure, edema, hyperuricemia and gout; 
[1 8] a method for the inhibition of advancing impaired glucose tolerance into diabetes in a subject, which comprises 

45 administering an effective amount of a fused heterocyclic derivative as described in any one of the above [1 ] - [5], 

or a pharmaceutically acceptable salt thereof, or a prodrug thereof ; 

[19] a use of a fused heterocyclic derivative as described in any one of the above [1] - [5], or a pharmaceutically 
acceptable salt thereof, or a prodrug thereof for the manufacture of a pharmaceutical composition for the inhibition 
of postprandial hyperglycemia; 

50 [20] a use of a fused heterocyclic derivative as described in any one of the above [1] - [5], or a pharmaceutically 

acceptable salt thereof, or a prodrug thereof for the manufacture of a pharmaceutical composition for the prevention 
or treatment of a disease associated with hyperglycemia; 

[21] a use as described in the above [20], wherein the disease associated with hyperglycemia is a disease selected 
from the group consisting of diabetes, impaired glucose tolerance, diabetic complications, obesity, hyperinsuline- 
55 mia, hyperiipidemia, hypercholesterolemia, hypertriglyceridemia, lipid metabolism disorder, atherosclerosis, hy- 

pertension, congestive heart failure, edema, hyperuricemia and gout; 

[22] a use of a fused heterocyclic derivative as described in any one of the above [1] - [5], or a pharmaceutically 
acceptable salt thereof, or a prodrug thereof for the manufacture of a pharmaceutical composition for the inhibition 
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of advancing impaired glucose tolerance into diabetes in a subject; 

[23] a pharmaceutical composition as described in the above [6] which comprises combination with at [east one 
member selected from the group consisting of an insulin sensitivity enhancer, a glucose absorption inhibitor, abigua- 
nide, an insulin secretion enhancer, a SGLT2 inhibitor, an insulin or insulin analogue, a glucagon receptor antag- 

5 crust an insulin receptor kinase stimulant a tripeptidyl peptidase II inhibitor, a dipeptidyl peptidase IV inhibitor, a 

protein tyrosine phosphatase- 1 B inhibitor, a glycogen phosphorylase inhibitor, a gIucose-6-phosphatase inhibitor, 
a fructose-bisphosphatase inhibitor, a pyruvate dehydrogenase inhibitor, a hepatic gluconeogenesis inhibitor, D- 
chiroinsitol, a glycogen synthase kinase-3 inhibitor, glucagon-like peptide-1, a glucagon-like peptide-1 analogue, 
a glucagon-like peptide-1 agonist amyfin, an amylin analogue, an amyiin agonist an aldose reductase inhibitor, 

10 an advanced glycation endproducts formation inhibitor, a protein kinase C inhibitor, a y-aminobutyric acid receptor 

antagonist a sodium channel antagonist a transcript factor NF-kB inhibitor, a lipid peroxidase inhibitor, an N- 
acetylated-a-tinked-acid-dipeptidase inhibitor, insulin-like growth factor-!, platelet-derived growth factor, a platelet- 
derived growth factor analogue, epidermal growth factor, nerve growth factor, a carnitine derivative, uridine, 5-hy- 
droxy-1-methylhidantoin, EGB-761, bimoclomoi, sulodexide, Y-128, antidiarrhoics, cathartics, a hydroxymethylgl- 

f5 utary! coenzyme A reductase inhibitor, a fibric acid derivative, a (^-adrenoceptor agonist an acyl-coenzyme A 

cholesterol acyltransf erase inhibitor, probcol, a thyroid hormone receptor agonist a cholesterol absorption inhib- 
itor, a lipase inhibitor, a microsomal triglyceride transfer protein inhibitor, a lipoxygenase inhibitor, a carnitine palmi- 
toyltransferase inhibitor, a squalene synthase inhibitor, a low-density lipoprotein receptor enhancer, a nicotinic 
acid derivative, a bile acid sequestrant, a sodium/bile acid cotransporter inhibitor, a cholesterol ester transfer protein 

20 inhibitor, an appetite suppressant, an angiotensin-converting enzyme inhibitor, a neutral endopeptidase inhibitor, 

an angiotensin II receptor antagonist, an endothelin-converting enzyme inhibitor, an endothelin receptor antago- 
nist, a diuretic agent, a calcium antagonist a vasodilating antihypertensive agent a sympathetic blocking agent, 
a centrally acting antihypertensive agent, an o^-adrenoceptor agonist, an antiplatelets agent, a uric acid synthesis 
inhibitor, a uricosuric agent and a urinary alkaiinizen 

25 [24] a human SGLT inhibitor as described in any one of the above [7]-[12] which comprises combination with at 

least one member selected from the group of agents as described in the above [23]; 

[25]a method as described in any one of the above [15] - [18] which comprises combination with at least one 
member selected from the group of agents as described in the above [23]; 

[26] a use as described in any one of the above. [1 9] - [22] which comprises combination with at least one member 
30 selected from the group of agents as described in the above [23]; and the like. 

[0012] In the present invention, the term "C^ alky! group" means a straight-chained or branched alkyl group having 
1 to 6 carbon atoms such as a methyl group, an ethyl group, a propyl group, an isopropyl group, a butyl group, an 
isobutyl group, a sec-butyl group, a terf-butyl group, a pentyl group, an isopentyl group, a neopentyl group, a tert-pentyl 

35 group, a hexyl group or the like; the term "C,^ alkylene group" or "- alkylene-" means a straight-chained or branched 
alkylene group having 1 to 6 carbon atoms such as a methylene group, an ethylene group, a trim ethylene group, a 
tetramethylene group, a propylene group, a 1,1-dimethylethylene group or the like; and the term fl C 1-4 alkylene group" 
means a straight-chained or branched alkylene group having 1 to 4 carbon atoms such as a methylene group, an 
ethylene group, a trimethylene group, a tetramethylene group, a propylene group, a 1,1-dimethylethylene group or the 

*o like. The term "hydroxy^ ^ alkyl) group" means the above alkyl group substituted by a hydroxy group; the term 
"amino (C 1 ^alkyl) group" means the above alkyl group substituted by an amino group such as an aminomethyl 
group, a 2-aminoethyt group or the like; the term "carbamoyl^ _g alkyl) group" means the above alkyl group 
substituted by a carbamoyl group; the term "carboxy(C 1 ^ alkyl) group" means the above alky! group substituted 
by a carboxy group. 

45 [001 3] The term "C^ alkoxy group" means-a straight-chained or branched alkoxy group having 1 to 6 carbon atoms 
such as a methoxy group, an ethoxy group, a propoxy group, an isopropoxy group, a butoxy group, an isobutoxy group, 
a sec-butoxy group, a tert-butoxy group, a pentyloxy group, an isopentyloxy group, a neopentyloxy group, a ferf-penty- 
loxy group, a hexyloxy group or the like; the term "hydroxyfC^ alkoxy) group" means the above C^_q alkoxy group 
substituted by a hydroxy group; the term "carboxy(C 1 _ 6 alkoxy) group means the above C,^ alkoxy group substituted 

50 by a carboxy group; and the term "aminofC^ alkoxy) group" means the above alkoxy group substituted by an 
amino group. The term "C^ alkylthio group" means a straight-chained or branched alkylthio group having 1 to 6 carbon 
atoms such as a methylthio group, an ethylthro group, a propylthio group, an isopropylthio group, a butylthio group, an 
isobutylthio group, a sec-butylthio group, a fe/t-butylthio group, a pentylthio group, an isopentylthio group, a neo- 
pentylthio group, a ferf-pentylthio group, a hexylthio group or the like; the term "hydroxyfC^ alkylthio) group" means 

55 the above alkylthio group substituted by a hydroxy group; the term "carboxyfC^ alkylthio) group" means the 
above C,^ alkylthio group substituted by a carboxy group; the term "aminofC^ alkylthio) group" means the above 
C 1-6 alkylthio group substituted by an amino group. 

[001 4] The term "C 2 _6 alkenyl group" means a straight-chained or branched alkenyl group having 2 to 6 carbon atoms 



8 



EP 1 609 798 A1 



sudi as a vinyl group, an ally! group, a 1-propenyI group, an isopropenyl group, a 1-butenyl group, a 2-butenyl group, 
a 2-methylaUyt group or the like; the term "(^ alkenytene group 0 or D - C 2 ^ alkenylene-" means a straight-chained or 
branched alkenylene group having 2 to 6 carbon atoms such as a vinylene group, a propenylene group or the (ike; the 
term °C 2 ^ alkenylene group" means a straight-chained or branched alkenylene group having 2 to 4 carbon atoms such 

5 as a vinylene group, a propenylene group or the like; the term "hydroxy^.s alkenyi) group 0 means the above 

alkenyl group substituted by a hydroxy group; the term "carboxyfC^ alkenyi) group" means the above alkenyi 
group substituted by a carboxy group; the term "C^ alkenyloxy group 0 means a straight-chained or branched alkeny- 
loxy group having 2 to 6 carbon atoms such as a vinyloxy group, an allyloxy group, a 1-propenyIoxy group, an isopro- 
penyloxy group, a 1-butenyloxy group, a 2-butenyloxy group, a 2-methylallyioxy group or the like; the term "C^ alke- 

10 nylthio group 0 means a straight-chained or branched alkenylthio group having 2 to 6 carbon atoms such as a vinylthio 
group, an allytthio group, a 1-propenylthio group, an isopropenylthio group, a 1-butenylthio group, a 2-butenyithio group, 
a 2-methyla!lylthio group or the like; and the term "C^ alkynyl group" means a straight-chained or branched aikynyl 
group having 2 to 6 carbon atoms such as an ethynyl group, a 2-propynyl group or the like. 
[0015] The term "mono or di(C^ alkyi)amino group" means an amino group mono-substituted by the above 0 AJ& 

15 alkyl group or di-substituted by the same or different alkyl groups as defined above; the term "mono or di[hydroxy 
(C^ aikyl)]amino group" means an amino group mono-substituted by the above hydroxyfC^ alkyl) group or di-sub- 
stituted by any of the above hydroxy(C 1 ^ alkyt) groups; the term "mono ordHC^ alkyl)ureido group" means an ureido 
group mono-substituted by the above alkyl group or di-substituted by any of the above alkyl groups; the term 
"mono or difhydroxyfC^ alkyl)]ureido group" means an ureido group mono-substituted by the above hydroxyfC^ 

20 alkyl) group or di-substituted by any of the above hydroxyfC^ alkyl ) groups ; the term "mono or dKC^alkylJsulfamide 
group" means a sulfamide group mono-substituted by the above alkyl group or di-substituted by any of the above 
alkyl groups as defined above; the term "mono or dilhydroxyfC^ alkyl)]sulfamide group" means a sulfamide group 
mono-substituted by the above hydroxyfC^ alky!) group or di-substituted by any of the above hydroxyfC^ alkyl) 
groups as defined above; the term "C^ acyl group" means a straight-chained or branched acyl group having 2 to 7 

25 carbon atoms, such as an acetyl group, a propionyl group, a butyryl group, an isobutyryl group, a valeryt group, a 
pivaloyl group, a hexanoyl group or the like; the term "C^ acylamino group" means an amino group substituted by 
the above C 2 _ 7 acyl group; and the term "aminofC^ acylamino) group" means the above C2.7 acylamino group sub- 
stituted by an amino group, such as a 2-aminoacetylamino group, a 3-aminopropionylamino group or the like. The term 
"C^ alkyisurfinyl group" means a straight-chained or branched alkylsulfinyl group having 1 to 6 carbon atoms, such 

30 as a methylsulfinyl group, an ethylsulfinyl group or the like; the term "(^ ^ alkylsulfonyl group" means a straight-chained 
or branched alkylsulfonyl group having 1 to 6 carbon atoms, such as a methanesulfonyl group, an ethanesulfonyl group 
or the like; the term "C^ alkylsulfonyiamino group" means an amino group substituted by the above alkylsulfonyl 
group; the term "carbamoyl^ _ 6 alkylsulfonyiamino) group" means the above alkylsulfonyiamino group substituted 
by a carbamoyl group, such as a carbamoylmethanesulfonylamino group or the like; and the term "C^ alkylsulfo- 

35 nylamino-substituted (C^ alkyl) group" means the above alkyl group substituted by the above alkylsulfo- 
nyiamino group. 

[001 6] The term "halogen atom" means a fluorine atom, a chlorine atom, a bromine atom or an iodine atom; the term 
"halofC^galkyl) group" means the above alkyl group substituted by any 1 to 3 halogen atoms as defined above; 
the term "halofC^ alkoxy) group" means the above alkoxy group substituted by any 1 to 3 halogen atoms as 

40 defined above; and the term "halofC^ alkylthio) group" means the above alkylthio group substituted by any 1 to 
3 halogen atoms as defined above. The term "C2.7 alkoxycarbonyl group" means a straight-chained or branched alkox- 
ycarbonyl group having 2 to 7 carbon atoms, such as a methoxycarbonyl group, an ethoxycarbonyl group, a propox- 
ycarbonyl group, an isopropoxycarbonyl group, a butoxycarbonyl group, an isobutyloxycarbonyl group, a sec-butoxy- 
carbonyl group, a terf-butoxycarbonyl group, a pentyloxycarbonyl group, an isopentyloxycarbonyl group, a neopenty- 

45 loxycarbonyl group, a fert-pentytoxycarbonyl group, a hexyloxycarbonyl group or the like; the term "C 2 _ 7 alkoxycarbonyl- 
substituted (C^ alkyl) group" means the above alkyl group substituted by the above C 2 . 7 alkoxycarbonyl group; 
the term "C 2 _ 7 alkoxycarbonyl-substituted (C^ alkoxy) group" means the above alkoxy group substituted by the 
above C 2 . 7 alkoxycarbonyl group; the term "C 2 . 7 alkoxycarbonyl-substituted (C^ alkylthio) group" means the above 
c i-6 alkylthio group substituted by the above C 2 . 7 alkoxycarbonyl group; and the term "C^ alkoxycarbonyl-substituted 

so (C 2 ^ alkenyi) group" means the above alkenyl group substituted by the above alkoxycarbonyl group. 

[00171 The term "C^ cycloalkyl group" or n C^ 7 cycloalkyl-" means a cydopropyl group, a cyclobutyl group, a cy- 
clopentyl group, a cyclohexyl group or a cycloheptyl group; the term "C3_ 7 cycloalkyl-substituted (C^ alkyl) group" 
means the above alkyl group substituted by the above C^j cycloalkyl group; the term "C^ cycloalkyl-substituted 
(C 1-6 alkoxy) group" means the above C 14 alkoxy group substituted by the above C3_ 7 cycloalkyl group; and the 

55 term"C3. 7 cydoaikyl-substitutedCC^ alkylthio) group" means the above alkylthio group substituted by the above 
C^j cycloalkyl group. The term "heterocydoalkyl group" or "heterocydoalkyl-" means a 3 to 7-membered aliphatic 
heterocyclic group containing any 1 or 2 hetero atoms other than the binding position selected from an oxygen atom, 
a sulfur atom and a nitrogen atom in the ring, which is derived from morpholine, thiomorpholine, tetrahydrofuran, tet- 
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rahydropyran, aziridine, azetidine, pyrrolidine, imidazolidine, oxazoline, piperidine. piperazine, pyrazolidine, pyrroline, 
imidazoline or the (ike. or a 5 or 6-membered aliphatic heterocyclic group fused with a 6-membered aliphatic heterocyde 
containing any 1 or 2 hetero atoms other than the binding position selected from an oxygen atom, a sulfur atom and 
a nitrogen atom in the ring, which is derived from tndoiine, tsoindoline, tetrahydroindoline, tetrahydroisoindoiine, hex- 
ahydroindoHne, hexahydroisoindoline or the like. The term "hetrccydoalkyUC^ alky)) group 0 means the above 
alkyl group substituted by the above heterocycloalkyJ group; the term ttetrocycloalkyl (C,^ alkoxy) group" means the 
above aikoxy group substituted by the above heterocycloalkyl group; and the term n hetrocyc!Qa!kyl(C 1 _ 6 alkylthio) 
group 0 means the above alkylthio group substituted by the above heterocycloalkyl group. 
[0018] The term "C^^aryl group" or "C^ary!-" means an aromatic cyclic hydrocarbon group having 6 or 10 carbon 
atoms such as a phenyl group, a naphthyl group or the like; the term "C^q aryl-substituted (C^ alkyl) group" means 
the above alkyl group substituted by the above Cg. 10 aryl group; the term n C^ 0 aryl-substituted (C^ alkoxy) 
group" means the above alkoxy group substituted by the above Cq_^ 0 aryl group; and the term a C^ 0 aryl-substi- 
tuted (C^ alkylthio) group" means the above alkylthio group substituted by the above C^ 0 aryl group. The term 
"C^o arylsutfonylamino group" means a sulfonylamino group having the above C^q aryl group, such as a benze- 
nesulfonylamino group or the like; the term "C^io aryl-substituted (C^ alkoxycarbonyl) group" means the above C2_ 7 
alkoxycarbonyl group substituted by the above Cs_ 10 aryl group; and the term "heteroaryl group" or "heteroaryl-" means 
a 5 or 6-membered aromatic heterocyclic group containing any 1 to 4 hetero atoms other than the binding position 
selected from an oxygen atom, a sulfur atom and a nitrogen atom in the ring, which is derived from thiazole, oxazole, 
isothiazole, isooxazole, pyridine, pyrimidine, pyrazine, pyridazine, pyrrole, thiophene, furan, imidazole, pyrazole, oxa- 
diazole, thiodiazole, tetrazole, furazan or the like, or a 5 or 6 -membered aromatic heterocyclic group fused with a 
6-membered aromatic heterocyclic containing any 1 to 4 hetero atoms other than the binding position selected from 
an oxygen atom, a sulfur atom and a nitrogen atom in the ring, which is derived from indole, isoindole, benzofuran, 
isobenzofuran, benzothiophen, benzooxazole. benzothiazole, indazole, benzoimidazole, quinoline. isoquinoline, 
phthalazine, quinoxaline, quinazoline, cinnoline, indolizine, naphthyridine, pteridine or the like. The term "heteroaryl 
{C y _Q alkyl) group" means the above alkyl group substituted by the above heteroaryl group; and the term "heteroaryl 
(C^ alkoxy) group" means the above C^ 6 alkoxy group substituted by the above heteroaryl group; the term "heteroaryl 
(C 1>6 alkyithio)group n means the above alkylthio group substituted by the above heteroaryl group. 
[0019] The term "aliphatic cyclic amino group" means a 5 or 6-membered aliphatic cyclic amino group which may 
contain one hetero atom other than the nitrogen atom at the binding position selected from an oxygen atom, a sulfur 
atom and nitrogen atom in the ring, such as a morpholino group, a thiomorpholino group, a 1-aziridinyl group, a 1-aze- 
tidinyl group, a 1-pyrro!idinyl group, a piperidino group, a 1-imidazolidinyl group, a 1-piperazinyl group, a pyrazolidinyl 
group or the like; the term "aromatic cyclic amino group" means a 5-membered aromatic cyclic amino group which 
may contain 1 to 3 nitrogen atoms other than the nitrogen atom at the binding position, such as a 1-imidazolyl group, 
a 1-pyrrolyl group, a pyrazolyl group, a 1-tetrazolyl group or the like; the term "aromatic cyclic aminofC^ alkyl) group" 
means the above alkyl group substituted by the above aromatic cyclic amino group; the term "aromatic cyclic 
amino (C^ alkoxy) group" means the above alkoxy group substituted by the above aromatic cyclic amino group; 
and the term "aromatic cyclic aminofC^ alkylthio) group" means the above alkylthio group substituted by the 
above aromatic cyclic amino group. 

[0020] The term "hydroxy-protective group" means a hydroxy-protective group used in general organic synthesis 
such as a methyl group, a benzyl group, a methoxymethyl group, an acetyl group, a pivaloyl group, a benzoyl group, 
a ferf-butyldimethylsilyl group, a terf-butyldiphenylsilyl group, an allyl group or the like; the term "amino-protective 
group" means an amino-protective group used in general organic synthesis such as a benzyloxycarbonyl group, a tert- 
butoxycarbonyl group, a benzyl group, an acetyl group, a trifluoroacetyl group or the like; and the term "carboxy- 
protective group" means a carboxy-protective group used in general organic synthesis such as a methyl group, an 
ethyi group, a benzyl group, a ferf-butyldimethylsilyl group, an allyl group or the like. The term "prodrug" means a 
compound which is converted into a fused heterocyclic derivative represented by the above general formula (I) as an 
active form thereof in vivo. 

[0021] The compounds represented by the above general formula (I) of the present invention can be prepared ac- 
cording to the following procedures or analogous procedures thereof, or other procedures described in literatures or 
analogous procedures thereof. 

[0022] In the present invention, for example, a compound wherein R 2 is a hydrogen atom; Y is -O- ; and Q is an 
ethylene group can be prepared according to the procedures of the following processes 1 to 16: 
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wherein G 1 represents the above G in which any of hydroxy groups thereof is protected; G 2 represents the above G 
in which any of hydroxy groups thereof may be protected; R 6 represents a methyl group or an ethyl group; X 1 represents 
a leaving group such as a halogen atom; and R 1 , R 3 , R 4 , G and ring A have the same meanings as defined above, 
and with the proviso that a compound having a protective group can be optionally used when a hydroxy group, an 
amino group and/or a carboxy group exists in each compound. Process 1 

[0023] A compound represented by the above general formula (ill) can be prepared by O-benzyiating a phenol de- 
rivative represented by the above general formula (II) using benzyl chloride or benzyl bromide in the presence of a 
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base such as potassium carbonate, cesium carbonate or the like in an inert solvent As the solvent used, for example, 
W,A/-dimemyIfomtamide, acetone, a mixed solvent thereof and the like can be illustrated. The reaction temperature is 
usually from 0°C to reflux temperature, and the reaction time is usually from 1 hour to 2 days, varying based on a used 
starting material, solvent and reaction temperature. Process 2 

5 [0024] A compound represented by the above general formula (V) can be prepared by subjecting a ketone derivative 
represented by the above general formula (III) to atdole reaction with an arylaldehyde derivative represented by the 
above general formula (IV) in the presence of a base such as potassium hydroxide, sodium hydroxide, potassium terf- 
butoxide, sodium ferf-butoxide, sodium methoxide, sodium ethoxide or the like in an inert solvent As the solvent used, 
for example, methanol, ethanol, 2-propanol, n-butanol, tetrahydrofuran, water, a mixed solvent thereof and the like can 

10 be illustrated. The reaction temperature is usually from room temperature to reflux temperature, and the reaction time 
is usually from 1 hour to 2 days, varying based on a used starting material, solvent and reaction temperature. 

Process 3 

is [0025] A compound represented by the above general formula (VII) can be prepared by O-alkylating a phenol de- 
rivative represented by the above general formula (V) using a haloacetate ester represented by the above general 
formula (V!) such as methyl bromoacetate, ethyl bromoacetate, methyl chloroacetate, ethyl chloroacetate or the like 
in the presence of a base such as potassium carbonate, cesium carbonate or the like in an inert solvent As the solvent 
used, for example, N, AZ-dimethylformamide, acetone, a mixed solvent thereof and the like can be illustrated. The re- 

20 action temperature is usually from room temperature to reflux temperature, and the reaction time is usually from 1 hour 
to 5 days, varying based on a used starting material, solvent and reaction temperature. 

Process 4 

25 [0026] A compound represented by the above general formula (VIII) can be prepared by subjecting a compound 
represented by the above general formula (VII) to catalytic hydrogenation for reduction of double bond and removal 
of the benzyl group using a palladium catalyst such as palladium-carbon powder in an inert solvent. As the solvent 
used in the catalytic hydrogenation, for example, methanol, ethanol, 2-propanol, tetrahydrofuran. ethyl acetate, acetic 
acid, a mixed solvent thereof and the like can be illustrated. The reaction temperature is usually from room temperature 

30 to reflux temperature, and the reaction time is usually from 1 hour to 2 days, varying based on a used starting material, 
solvent and reaction temperature. 

Process 5 

35 [0027] A benzofuran derivative represented by the above general formula (XII) can be prepared by subjecting a 
compound represented by the above general formula (VIII) to cyclization in the presence of a base such as sodium 
methoxide, sodium ethoxide, potassium ferf-butoxide, sodium ferf-butoxide or the like in an inert solvent, optionally 1) 
by adding water and treating the reaction mixture with sodium hydroxide or potassium hydroxide, and 2) by treating 
the obtained compound in the presence of copper powder in quinoline. As the solvent used in cyclization, for example, 
methanol, ethanol, 2-propanol, n-butanol, a mixed solvent thereof and the like can be illustrated. The reaction temper- 
ature is usually from room temperature to reflux temperature, and the reaction time is usually from 1 hour to 2 days, 
varying based on a used starting material, solvent and reaction temperature. 

Process 6 

45 

[0028] A compound represented by the above general formula (IX) can be prepared by O-alkylating a phenol deriv- 
ative represented by the above general formula (II) using a haloacetate ester represented by the above general formula 
(VI) such as methyl bromoacetate, ethyl bromoacetate, methyl chloroacetate, ethyl chloroacetate or the like in the 
presence of a base such as potassium carbonate, cesium carbonate or the like in an inert solvent As the solvenj used, 
50 for example, W.W-dimethylformamide, acetone, a mixed solvent thereof and the like can be illustrated. The reaction 
temperature is usually from room temperature to reflux temperature, and the reaction time is usually from 1 hour to 5 
days, varying based on a used starting material, solvent and reaction temperature. 

Process 7 

55 

[0029] - A compound represented by the above general formula (X) can be prepared by subjecting a ketone derivative 
represented by the above general formula (IX) and an arylaldehyde derivative represented by the above general formula 
(IV) to aldole reaction and hydrolysis at the same time in the presence of a base such as potassium hydroxide, sodium 
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hydroxide or the like in an inert solvent. As the solvent used, for example, methanol, ethanol, 2-propanol, n-butanol, 
tetrahydrofuran, water, a mixed^solvent thereof and the like can be illustrated. The reaction temperature is usually from 
room temperature to reflux temperature, and the reaction time is usually from 1 hour to 2 days, varying based on a 
used starting material, solvent and reaction temperature. 

5 

Process 8 

[0030] A compound represented by the above general formula (XI) can be prepared by conducting catalytic hydro- 
genation to reduce the double bond of a compound represented by the above general formula (X) using a palladium 

10 catalyst such as palladium-carbon powder in an inert solvent. As the solvent used, for example, methanol, ethanol, 
2-propanol, tetrahydrofuran, ethyl acetate, acetic acid, water, a mixed solvent thereof and the like can be illustrated. 
The reaction temperature is usually from room temperature to reflux temperature, and the reaction time is usually from 
1 hour to 2 days, varying based on a used starting material, solvent and reaction temperature. 
[0031] In addition, a compound represented by the above general formula (XI) can be also prepared by conducting 

15 hydrogenation to reduce the double bond of a compound represented by the above general formula (X) using a reagent 
such as triethylsilane or the like in the presence of rhodium catalyst such as tris(triphenylphosphine) rhodium (I) chloride 
or the like in an inert solvent. As the solvent used, for example, benzene, toluene, a mixed solvent thereof and the (ike 
can be illustrated. The reaction temperature is usually from room temperature to reflux temperature, and the reaction 
time is usually from 1 hour to 2 days, varying based on a used starting material, solvent and reaction temperature. 

20 

Process 9 

[0032] A benzofuran derivative represented by the above general formula (XII) can be prepared by subjecting a 
compound represented by the above general formula (XI) to cyclization, and optionally to alkaline hydrolysis to depre- 
ss tect its hydroxy group acetylated on the cyclization reaction in the presence of sodium acetate and acetic anhydride 
in an inert solvent. As the solvent used in the cyclization, for example, acetic acid and the like can be illustrated. The 
reaction temperature is usually from 50°C to reflux temperature, and the reaction time is usually from 1 hour to 3 days, 
varying based on a used starting material, solvent and reaction temperature. As the solvent used in the alkaline hy- 
drolysis.for example, water, methanol, ethanol, a mixed solvent thereof and the like can be illustrated. As the base, for 
30 example, sodium hydroxide, sodium methoxide, sodium ethoxide and the like can be illustrated. The reaction temper- 
ature is usually from 0°C to reflux temperature, and the reaction time is-usually from 30 minutes to 1 day, varying based 
on a used starting material, solvent and reaction temperature. 

Process 10 

35 

[0033] A glycoside compound represented by the above general formula (XIII) can be prepared by subjecting a 
compound represented by the above general formula (XII) to glycosidation using a sugar donor compound such as 
2,3,4,6-tetra-0-acetyl-1 -O-trichloroacetoimidoyl-a-D-glucopyranose, 2,3,4,6-tetra-0-acetyl-1 -Otrichloroacetoimi- 
doyl-p-D-glucopyranose, 1 ,2,3.4,6-penta-O-acetyl-ji-D-glucopyranose, 2,3,4,6-tetra-O-acetyl-a-D-glucopyranosyl 

*o bromide, 2,3,4,6-tetra-0-acetyl-1-0-trichloroacetoimidoyl-a-D-galactopyranose, 2,3,4.6-tetra-O-acetyl-l -O-trichloro- 
acetoimidoyl-P-D-galacto pyranose, 1 ,2,3.4,6-penta-O-acetyl-p-D-galactopyranose. 2,3.4,6-tetra-OprvaloyM-O- 
trichloroacetoimidoyl-a-D-glu copyranose, 2,3,4,6-tetra-0-prvaloyl-1-0-trichloroacetoimidoyl-p-D-glucopyranose, 
2,3,4,6-tetra-O-pivaloyl-l-O-trichloroacetoimidoyl-a-D-galactopyranose, 2,3,4,6-tetra-O-pivaloyl-l-O-trichloroac- 
etoimidoyl-p-D-galactopyranose, 2,3,4,64etra-0-benzoyl-1-0-trichloroacetoimidoyl-a-D-glucopyranose, 2,3,4,6-tetra- 

45 O-benzoyl-1-O-trichIoroacetoimidoyl-P-D-glucopyranose, 2.3,4.6-tetra-O-benzoyl-l-O-trichloroacetoimidoyl-a-D-ga- 
lactopyranose, 2,3,4,6-tetra-0-benzoyl-1-0-trichloroacetoimidoyl-p-D-galac topyranose or the like in the presence of 
an activating reagent such as boron trifluoride-diethyl ether complex, silver trifluoromethanesulfonate, tin (IV) chloride, 
trimethylsilyl trifluoromethanesulfonate or the like in an inert solvent. As the solvent used, for example, dichloromethane, 
toluene, acetonitrile, nitromethane, ethyl acetate, diethyl ether, chloroform, a mixed solvent thereof and the like can 

50 be illustrated. The reaction temperature is usually from -30° C to reflux temperature, and the reaction time is usually 
from 10 minutes to 1 day, varying based on a used starting material, solvent and reaction temperature. 

Process 11 

55 [0034] A compound represented by the above general formula (la) of the present invention can be prepared by 
subjecting a glycoside compound represented by the above genera! formula (XIII) to alkaline hydrolysis to remove the 
protective group. As the solvent used, for example, water, methanol, ethanol, tetrahydrofuran, a mixed solvent thereof 
and the like can be illustrated. As a base, for example, sodium hydroxide, sodium methoxide. sodium ethoxide or the 
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like can be used, the temperature is usually from 0°C to reflux temperature, and the reaction time is usually from 30 
minutes to 1 day, varying based on a used starting materia!, solvent and reaction temperature. 

Process 12 

5 

[0035] A glycoside compound represented by the above general formula (XIV) can be prepared by subjecting a 
compound represented by the above general formula (II) to glycosidation using a sugar donor compound such as 
2,3,4,6~tetra-0-acetyl-a-D-glucopyranosyI bromide, 2,3,4,6-tetra-O-acetyl-a-D-galactopyranosyl bromide, 2,3,4,6-tet- 
ra-O-pivaloyl-a-D-glucopyranosyl bromide, 2,3.4,6-tetra-O-pivaloykx-D-galactopyranosyl bromide, 2,3,4,6-tetra-O- 

10 benzoyl-a-D-glucopyranosyl bromide, 2,3,4,6-tetra-O-benzoyl-a-D-galactopyranosyl bromide or the like in the pres- 
ence of a phase-transfer catalyst such as benzyl tri(n-butyl)ammonium chloride,benzyltri(n-butyl)ammoniumbromide, 
tetra(n-butyl)-ammonium hydrogen sulfate or the like and a base such as sodium hydroxide, potassium hydroxide, 
potassium carbonate or the like in a hydrous inert solvent. As the inert solvent used, for example, dichloromethane, 
chloroform, toluene, benzotrifluoride, a mixed solvent thereof and the like can be illustrated. The reaction temperature 

15 is usually from 0°C to reflux temperature, and the reaction time is usually from 30 minutes to 1 day, varying based on 
a used starting material, solvent and reaction temperature. 

Process 13 

20 [0036] A compound represented by the above general formula (XV) can be prepared by O-alkylating a phenol de- 
rivative represented by the above general formula (XIV) using a haloacetate ester represented by the above general 
formula (VI) such as methyl bromoacetate, ethyl bromoacetate, methyl chloroacetate, ethyl chloroacetate or the like 
in the presence of a base such as potassium carbonate, cesium carbonate or the like in an inert solvent. As the solvent 
used, for example, N,N-dimethytformamide, acetone, a mixed solvent thereof and the like can be illustrated. The re- 

25 action temperature is usually from room temperature to reflux temperature, and the reaction time is usually from 1 hour 
to 5 days, varying based on a used starting material, solvent and reaction temperature. 

Process 14 

30 [0037] A compound represented by the above general formula (XVI) can be prepared by subjecting a ketone deriv- 
ative represented by the above general formula (XV) and an arylaldehyde derivative represented by the above general 
formula (IV) to aldoie reaction and hydrolysis at the same time in the presence of a base such as potassium hydroxide, 
sodium hydroxide or the like in an inert solvent. As the solvent used, for example, methanol, ethanol. 2-propanol, n- 
butanol, tetrahydrofuran, water, a mixed solvent thereof and the like can be illustrated. The reaction temperature is 

35 usually from room temperature to reflux temperature, and the reaction time is usually from 1 hour to 2 days, varying 
based on a used starting material, solvent and reaction temperature. 

Process 15 

40 [0038] A compound represented by the above general formula (XVII) can be prepared by conducting catalytic hy- 
drogenation to reduce the double bond of a compound represented by the above general formula (XVI) using a palla- 
dium catalyst such as palladium-carbon powder in an inert solvent. As the solvent used, for example, methanol, ethanol, 
2-propanol, tetrahydrofuran, ethyl acetate, acetic acid, water, a mixed solvent thereof and the like can be illustrated. 
The reaction temperature is usually from room temperature to reflux temperature, and the reaction time is usually from 

45 1 hour to 2 days, varying based on a used starting material, solvent and reaction temperature. 

[0039] In addition, a compound represented by the above general formula (XVII) can be also prepared by conducting 
hydro genation to reduce the double bond of a compound represented by the above general formula (XVI) using a 
reagent such as triethylsilane or the like in the presence of rhodium catalyst such as tris(triphenylphosphine) rhodium 
(!) chloride or the like in an inert solvent. As the solvent used, for example, benzene, toluene, a mixed solvent thereof 

50 and the like can be illustrated. The reaction temperature is usually from room temperature to reflux temperature, and 
the reaction time is usually from 1 hour to 2 days, varying based on a used starting material, solvent and reaction 
temperature. 

Process 16 

55 

[0040] A benzofuran derivative represented by the above genera! formula (XII!) can be prepared by subjecting a 
compound represented by the above general formula (XVII) to cyclization in the presence of sodium acetate and acetic 
anhydride in an inert solvent. As the solvent used in the reaction, for example, acetic acid and the like can be illustrated. 
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The reaction temperature is usually from 50°C to reflux temperature, and the reaction time is usually from 1 hour to 3 
days, varying based on a used starting materia!, solvent and reaction temperature. 

[0041 ] Of the compounds represented by the above general formula (I) of the present invention, a compound wherein 
R 1 is a hydroxy group; R 2 is a hydrogen atom; Y is -O-; and Q is an ethylene group can be prepared according to the 
procedures of the following processes 17 to 25: 




wherein R 3 , R 4 , R 6 . G, G 1 , X 1 and ring A have the same meanings as defined above, and with the proviso that a 
compound having a protective group can be optionally used when a hydroxy group, an amino group and/or a cartoxy 
group exists in each compound. 

Process 17 

[0042] A compound represented by the above genera! formula (XIX) can be prepared by O-benzylating a phenol 
derivative represented by the above general formula (XVIII) using benzyl chloride or benzyl bromide in the presence 
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of a base such as potassium carbonate, cesium carbonate or the like in an inert solvent. As the solvent used, for 
example, A/,AWimethyIformamide l acetone, a mixed solvent thereof and the like can be illustrated. The reaction tem- 
perature is usually from 0°C to reflux temperature, and the reaction time is usually from 1 hour to 2 days, varying based 
on a used starting material, solvent and reaction temperature. 

5 

Process 18 

[0043] A compound represented by the above general formula (XX) can be prepared by subjecting a ketone derivative 
represented by the above general formula (XIX) to aldole reaction with an arylaldehyde derivative represented by the 
10 above general formula (IV) in the presence of a base such as potassium hydroxide, sodium hydroxide, potassium tert- 
butoxide, sodium tert-butoxide, sodiummethoxide, sodium ethoxide or the like in an inert solvent As the solvent used, 
for example, methanol, ethanol, 2-propanol, n-butanol, tetrahydrofuran, water, a mixed solvent thereof and the like can 
be illustrated. The reaction temperature is usually from room temperature to reflux temperature, and the reaction time 
is usually from 1 hour to 2 days, varying based on a used starting material, solvent and reaction temperature. 

15 

Process 19 

[0044] A compound represented by the above general formula (XXI) can be prepared by O-alkylating a phenol de- 
rivative represented by the above general formula (XX) using a haloacetate ester represented by the above general 
20 formula (VI) such as methyl bromoacetate, ethyl bromoacetate, methyl chloroacetate, ethyl chioroacetate or the like 
in the presence of a base such as potassium carbonate, cesium carbonate or the like in an inert solvent. As the solvent 
used, for example, W ( A/-dimethylformamide, acetone, a mixed solvent thereof and the like can be illustrated. The re- 
action temperature is usually from room temperature to reflux temperature, and the reaction time is usually from 1 hour 
to 5 days, varying based on a used starting material, solvent and reaction temperature. 

25 

Process 20 

[0045] A compound represented by the above general formula (XXII) can be prepared by subjecting a compound 
represented by the above general formula (XXI) to catalytic hydrogenation for reduction of double bond and removal 
30 of the benzyl group using a palladium catalyst such as palladium-carbon powder in an inert solvent. As the solvent 
used in the catalytic hydrogenation, for example, methanol, ethanol, 2-propanol, tetrahydrofuran, ethyl acetate, acetic 
acid, a mixed solvent thereof and the like can be illustrated. The reaction temperature is usually from room temperature 
to reflux temperature, and the reaction time is usually from 1 hour to 2 days, varying based on a used starting material, 
solvent and reaction temperature. 

35 

Process 21 

[0046] A compound represented by the above general formula (XXIII) can be prepared by O-benzylating a phenol 
derivative represented by the above general formula (XXII) using benzyl chloride or benzyl bromide in the presence 
40 of a base such as potassium carbonate, cesium carbonate or the like in an inert solvent. As the solvent used, for 
example, W,A/-dimethylformamide, acetone, a mixed solvent thereof and the like can be illustrated. The reaction tem- 
perature is usually from 0°C to reflux temperature, and the reaction time is usually from 1 hour to 3 days, varying based 
on a used starting material, solvent and reaction temperature. 

45 Process 22 

[0047] A benzoturan derivative represented by the above general formula (XXIV) can be prepared by subjecting a 
compound represented by the above general formula (XXIII) to cyclization in the presence of a base such as sodium- 
methoxide, sodium ethoxide, potassium tert-butoxide, sodium terf-butoxide or the like in an inert solvent optionally 1) 
50 by adding water and treating the reaction mixture with sodium hydroxide or potassium hydroxide, and 2) by treating 
the obtained compound in the presence of copper powder in quinoline. As the solvent used in cyclization, for example, 
methanol, ethanol. 2-propanol, n-butanol, a mixed solvent thereof and the like can be illustrated. The reaction temper- 
ature is usually from room temperature to reflux temperature, and the reaction time is usually from 1 hour to 2 days, 
varying based on a used starting material, solvent and reaction temperature. 

55 

Process 23 

[0048] A glycoside compound represented by the above general formula (XXV) can be prepared by subjecting a 
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compound represented by the above general formula (XXIV) to gtycostdation using a sugar donor compound such as 
2,3 T 4,6-tetra-0-acetyl-1 -O-trichloroacetoimidoyki-D-glucopyranose, 2, 3,4,6-tetra-O-acetyl- 1 -Otrichloroacetoimi- 
doyl-p-D-giucopyranose, 1 ,2,3,4,6-penta-O-acetyi-p-D-gIucopyranose, 2,3.4,6-ietra-O-acetyl-a-D-g'ucopyranosyJ 
bromide,2 l 3,4,6-tetra-0-acetyl-1 -O-trichloroacetotmidoykx-D-galactopyranose, 2,3,4,6-tetra-OacetyM -0-trich!on> 
acetoimidoyl-P-D-galactopyranose, 1 ,2,3,4,6-penta-0-acetyl-(H>-galactopyranose, 2,3,4,6-tetra-O-pivaloyl-l-O- 
trichloroacetoimidoyl-a-D-glucopyranose, 2,3A64etra-0^ivaloyM-0-mchloroacetQimi^^ 
2,3,4,6-tetra-O-pivaloyM -O-trichloroacetoimidoyl-a-D-galactopyranose, 2,3 t 4,64etra-0-pivaloyi-1 -O-trichloroac- 
etoimidoyl-p-D-ga!actopyranose. 2,3,4,6-tetra-O-benzoyM -O-trichloroacetoimidoyl-a-D-glucopyranose, 2,3,4,6-tetra- 
O-benzoyl-l-O-trichloroacetoimidoyJ-p-D-glucopyranose, 2 > 3,4,64etra-CM)enzoyJ-1-C>trich!oroacetoimidoyl-a-D-ga- 
iactopyranose, 2,3,4,6-tetra-O^enzoyM-O-trichloroacetoimW^ or the like in the presence of 

an activating reagent such as boron trifluoride-diethyl ether complex, silver trifluoromethanesulfbnate, tin (IV) chloride, 
trimethylsilyl trifluoromethanesulfbnate or the like in an inert solvent. As the solvent used, for example, dichloromethane, 
toluene, acetonitrile, nitromethane, ethyl acetate, diethyl ether, chloroform, a mixed solvent thereof and the like can 
be illustrated. The reaction temperature is usually from -30°C to reflux temperature, and the reaction time is usually 
from 10 minutes to 1 day, varying based on a used starting material, solvent and reaction temperature. 

Process 24 

[0049] A compound represented by the above general formula (XXVI) can be prepared by subjecting a compound 
represented by the above general formula (XXV) to catalytic hydrogenation to remove the benzyl group using a palla- 
dium catalyst such as palladium-carbon powder in an inert solvent. As the solvent used in the catalytic hydrogenation, 
for example, methanol, ethanol. 2-propanol, tetrahydrofuran, ethyl acetate, acetic acid, a mixed solvent thereof and 
the like can be illustrated. The reaction temperature is usually from room temperature to reflux temperature, and the 
reaction time is usually from 1 hour to 2 days, varying based on a used starting material, solvent and reaction temper- 
ature. 

Process 25 

[0050] A compound represented by the above general formula (lb) of the present invention can be prepared by 
subjecting a glycoside compound represented by the above general formula (XXVI) to alkaline hydrolysis to remove 
the protective group. As the solvent used, for example, water, methanol, ethanol, tetrahydrofuran, a mixed solvent 
thereof and the like can be illustrated. As a base, for example, sodium hydroxide, sodium methoxide, sodium ethoxide 
or the like can be used. The temperature is usually from 0°C to reflux temperature, and the reaction time is usually 
from 30 minutes to 1 day, varying based on a used starting material, solvent and reaction temperature. 
[0051 ] Of the compounds represented by the above general formula (I) of the present invention, a compound wherein 
R 2 is a hydrogen atom; Y is -NH- which may be substituted by a alkyl group or a halo(C^ alky!) group; and Q is 
an ethylene group can be prepared according to the procedures of the following processes 26 to 34: 
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T 




(XXVII) 

Process 26 o-benzylation 



T 




wherein T represents a hydrogen atom, aC^ alkyl group or a halo (C^ alkyl) group; X represents a bromine atom, 
a chlorine atom or a iodine atom; and R 1 , R 3 , R 4 , G, G 1 and ring A have the same meanings as defined above, and 
with the proviso that a compound having a protective group can be optionally used when a hydroxy group, an amino 
group and/or a carboxy group exists in each compound. 

Process 26 

[0052] A compound represented by the above genera) formula (XXVI! I) can be prepared by O-benzylating a phenol 
derivative represented by the above general formula (XXVII) using benzyl chloride or benzyl bromide in the presence 
of a base such as potassium carbonate, cesium carbonate or the like in an inert solvent. As the solvent used, for 
example, A/.W-dimethylformamide, acetone, a mixed solvent thereof and the like can be illustrated. The reaction tem- 
perature is usually from 0°C to refiux temperature, and the reaction time is usually from 1 hour to 2 days, varying based 
on a used starting material, solvent and reaction temperature. 
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Process 27 

[0053] A compound represented by the above general formula (XXIX) can be prepared by subjecting a compound 
represented by the above general formula (XXV! 1 1) to Vilsmeier reaction to introduce a formyl group using phosphorous 
s oxychloride and N , AMimethytfbrmamide in an inert solvent. As the solvent used, for example, N, AWimethytformamide, 
acetonitrile, dichloromethane, 1 ,2-dichIoroethane. a mixed solvent thereof and the (ike can be illustrated. The reaction 
temperature is usually from -20°C to reflux temperature, and the reaction time is usually from 30 minutes to 1 day, 
varying based on a used starting material, solvent and reaction temperature. 

10 Process 28 

[0054] A olefin compound represented by the above general formula (XXX!) can be prepared by subjecting a com- 
pound represented by the above general formula (XXIX) and a phosphonium salt represented by the above general 
formula (XXX) to Wittig reaction in the presence of a base such as sodiumhydride, sodiumhydroxide, potassium tert- 
15 butoxide, n-butylHthium, ferf-butyllrthium or the like in an inert solvent. As the solvent used, for example, tetrahydrofuran, 
rV,A/-dimethylformamide, dimethylsulfoxide, a mixed solvent thereof and the like can be illustrated. The reaction tem- 
perature is usually from -20°C to reflux temperature, and the reaction time is usually from 30 minutes to 1 day, varying 
based on a used starting material, solvent and reaction temperature. 

20 Process 29 

[0055] A compound represented by the above general formula (XXXV) can be prepared by subjecting a compound 
represented by the above general formula (XXXI) to catalytic hydrogenation for reduction of double bond and removal 
of the benzyl group using a palladium catalyst such as palladium-carbon powder in an inert solvent. As the solvent 
25 used in the catalytic hydrogenation, for example, methanol, ethanol, 2-propanol, tetrahydrofuran, ethyl acetate, acetic 
acid, a mixed solvent thereof and the like can be illustrated. The reaction temperature is usually from room temperature 
to reflux temperature, and the reaction time is usually from 1 hour to 2 days, varying based on a used starting material, 
solvent and reaction temperature. 

30 Process 30 

[0056] A compound represented by the above general formula (XXXIII) can be prepared by subjecting a compound 
represented by the above general formula (XXIX) to Grignard reaction using a Grignard reagent represented by the 
above general formula (XXXII) in an inert solvent. As the solvent used, for example, tetrahydrofuran, diethyl ether, a 
35 mixed solvent thereof and the like can be illustrated. The reaction temperature is usually from 0°C to reflux temperature, 
and the reaction time is usually from 30 minutes to 1 day, varying based on a used starting material, solvent and reaction 
temperature. 

Process 31 

40 

[0057] A compound represented by the above general formula (XXXIV) can be prepared by subjecting a compound 
represented by the above general formula (XXXIII) to reduction using a reduction reagent such as borane-tetrahydro- 
furan complex, borane-dimethylsulfide complex or the like in the presence of an additive such as 4-dimethylaminopy- 
ridine in an inert solvent. As the solvent used, for example, tetrahydrofuran, diethyl ether, a mixed solvent thereof and 

^5 the like can be illustrated. The reaction temperature is usually from 0°C to reflux temperature, and the reaction time is 
usually from 30 minutes to 5 days, varying based on a used starting material, solvent and reaction temperature. 
[0058] In addition, a compound represented by the above general formula (XXXIV) can be also prepared by subjecting 
a compound represented by the above general formula (XXXIII) to reduction using a reagent such as triethylsilane or 
the like in the presence of an acid such as triftuoroacetatic acid, boron trifiuoride-diethyi ether complex or the like in 

so an inert solvent. As the solvent used, for example, dichloromethane, 1 ,2-dichloroethane, a mixed solvent thereof and 
the like can be illustrated. The reaction temperature is usually from -20°C to reflux temperature, and the reaction time 
is usually from 30 minutes to 5 days, varying based on a used starting material, solvent and reaction temperature. 

Process 32 

55 

[0059] A compound represented by the above general formula (XXXV) can be prepared by subjecting a compound 
represented by the above general formula (XXXIV) to catalytic hydrogenation to remove the benzyl group using a 
palladium catalyst such as palladium-carbon powder in an inert solvent. As the solvent used in the catalytic hydrogen- 
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ation, for example? methanol, ethanol, 2-propanoI, tetrahydrofuran, ethyl acetate, acetic arid, a mixed solvent thereof 
and the like can be illustrated. The reaction temperature is usually from room temperature to reflux temperature, and 
the reaction time is usually from 1 hour to 2 days, varying based on a used starting materia!, solvent and reaction 
temperature. 

Process 33 

[0060] A glycoside compound represented by the above general formula (XXXVI) can be prepared by subjecting a 
compound represented by the above general formula (XXXV) to glycosidation using a sugar donor compound such as 
2,3,4,6-tetra-O-acetyl-l-O-m'chIoro 2,3,4,6-tetra-O-acetyI-l-O-trichIoroacetoimidoyI- 
P-D-glucopyranose, 1 ,2,3,4,6-penta-O-acetyl-p-D-glucopyranose, 2,3,4,6-tetra-O-acetyl-a-D-glucopyranosyI bro- 
mide, 2,3,4,6-tetra-O-acetyl-l -O-trichloroacetoimidoyl-a-D-galactopyranose, 2,3,4,6-tetra-O-acetyM -O-trichloroac- 
etoimidoyl-fi-D-galactopyranose, 1 ,2,3,4,6-penta-O-acetyl-p-D-galactopyranose, 2,3,4,6-tetra-O-prvaloyM-O-trichlo- 
roacetoimidoyl-a-D-glucopyranose, 2,3,4,6-tetra-O-pivaloyM -O-trichloroacetoimtdoyl-p-D-glucopyranose, 2,3,4,6- 
tetra-O-pivaloyl-1 -O-trichloroacetoimidoykx-D-galactopyranose, 2,3,4,6-tetra-O-pivaloyl-l -O-trichloroacetoimidoyl- 
p-D-galactopyranose, 2,3,4,6-tetra-O-benzoyM -O-tf chloroacetoimidoyl-a-D-glucopyranose, 2,3,4,6-tetra-O-ben- 
zoyM -O-trichloroacetoimidoyl-p-D-glucopyranose, 2,3,4,6-tetra-0-benzoyl-1 -O-trichloroacetoimidoyl-a-D-galacto- 
pyranose, 2,3,4,6-tetra-O-benzoyl-l-O-m'chloroacetoimidoyl-P-D-galactopyranose or the like in the presence of an ac- 
tivating reagent such as boron trifluoride-diethyl ether complex, silver trifluoromethanesulfonate, tin (IV) chloride, tri- 
methylsilyl trifluoromethanesulfonate or the like in an inert solvent. As the solvent used, for example, dichloromethane, 
toluene, acetonitrile, nitromethane, ethyl acetate, diethyl ether, chloroform, a mixed solvent thereof and the like can 
be illustrated. The reaction temperature is usually from -30°C to reflux temperature, and the reaction time is usually 
from 10 minutes to 1 day, varying based on a used starting material, solvent and reaction temperature. 

Process 34 

[0061] A compound represented by the above general formula (Ic) of the present invention can be prepared by 
subjecting a glycoside compound represented by the above general formula (XXXVI) to alkaline hydrolysis to remove 
the protective group. As the solvent used, for example, water, methanol, ethanol, tetrahydrofuran, a mixed solvent 
thereof and the like can be illustrated. As a base, for example, sodium hydroxide, sodium methoxide. sodium ethoxide 
or the like can be used. The temperature is usually from 0°C to reflux temperature, and the reaction time is usually 
from 30 minutes to 1 day, varying based on a used starting material, solvent and reaction temperature. 
[0062] Of the compounds represented by the above general formula (I) of the present invention, a compound wherein 
R 2 is a hydrogen atom; Y is -S-; and Q is -C^. 6 alkylene-, -C 2 _ 6 alkenylene-, -C^ alkylene-O-, -C^ alkylene-S-, -C,^ 
alkylene-O-C^ alkylene- or -C^ alkylene-S-C^ alkylene- can be prepared according to the procedures of the fol- 
lowing processes 35 to 42: 
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H3 % H3C. J* 

A Process 35 ? 9 fTS Process 36 

(XXXVII) o W (XXXix) (VI) 

y-0 1 r 4 
H3C-N 

0-CH3 

(XXXVIII) 




wherein Q 1 represents -C^ alkylene-, -C 2 _6 alkylene-; -C,^ alkylene -0-, -C^ a!kylene-S-, -C^ alkylene -0-C 1-6 
alkylene- or -C^ alkylene-S-C^ alkylene-; and R 1 , R 3 , R 4 , R 6 , G, G 1 , X 1 and ring A have the same meanings as 
defined above, and with the proviso that a compound having a protective group can be optionally used when a hydroxy 
group, an amino group and/or a carboxy group exists in each compound. 

Process 35 

[0063] A compound represented by the above general formula (XXXIX) can be prepared by treating a compound 
represented by the above general formula (XXXVII) using a lithiating reagent such as n-butyllithium, sec-butyllithium, 
ferf-butyllithium or the like in the presence of an additive such as N,N,N\ W-tetramethylethylenediamine, hexamethyl- 
phosphorous triamide or the like in an inert solvent, and adding an amide derivative represented by the above general 
formula (XXXVIII) in an inert solvent. As the solvent used, for example, cyclohexane, n-hexane, tetrahydrofuran, diethyl 
ether, a mixed solvent thereof and the like can be illustrated. The temperature is usually from ~20°C to reflux temper- 
ature, and the reaction time is usually from 30 minutes to 1 day, varying based on a used starting material, solvent and 
reaction temperature. 
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Process 36 

[0084] A compound represented by the above general formula (XL) can be prepared by S-alkylating a thiopheno! 
derivative represented by the above genera! formula (XXXIX) using a haloacetate ester represented by the above 
5 general formula (VI) such as methyl bromoacetate, ethyl bromoacetate, methyl chloroacetate, ethyl chloroacetate or 
the like in the presence of a base such as triethylamine, W,AMfisopropylethylamine or the like in an inert solvent As 
the solvent used, for example, dichloromethane, tetrahydrofuran, a mixed solvent thereof and the like can be illustrated. 
The reaction temperature is usually from 0°C to reflux temperature, and the reaction time is usually from 1 hour to 2 
days, varying based on a used starting material, solvent and reaction temperature. 

10 

Process 37 

[0065] A benzothiophen derivative represented by the above general formula (XLI) can be prepared by subjecting 
a compound represented by the above general formula (XL) to cyclization in the presence of a base such as sodium 
*5 methoxide, sodium ethoxide, potassium tert-butoxide, sodium tert-butoxide or the like in an inert solvent. As the solvent 
used in cyclization, for example, methanol, ethane!, 2-propanol, n-butanol, a mixed solvent thereof and the like can be 
illustrated. The reaction temperature is usually from room temperature to reflux temperature, and the reaction time is 
usually from 1 hour to 2 days, varying based on a used starting material, solvent and reaction temperature. 

20 Process 38 

[0066] A compound represented by the above general formula (XLI I) can be prepared by subjecting a compound 
represented by the above general formula (XLI) to alkaline hydrolysis. As the solvent used, for example, methanol, 
ethanol, 2-propanol, tetrahydrofuran, water, a mixed solvent thereof and the like can be illustrated. As a base, for 
25 example, sodium hydroxide, potassium hydroxide or the like can be used. The temperature is usually from room tem- 
perature to reflux temperature, and the reaction time is usually from 1 hour to 1 day, varying based on a used starting 
material, solvent and reaction temperature. 

Process 39 

30 

[0067] A compound represented by the above genera! formula (XLI 1 1) can be prepared by subjecting a compound 
represented by the above general formula (XLI!) to decarboxylation in the presence of a catalyst such as copper powder 
or the like in an inert solvent. As the solvent used, for example, quinoiine and the like can be illustrated. The temperature 
is usually from 100°C to reflux temperature, and the reaction time is usually from 30 minutes to 1 day, varying based 
35 on a used starting material, solvent and reaction temperature. 

Process 40 

[0068] A compound represented by the above general formula (XLIV) can be prepared by subjecting a compound 
40 represented by the above general formula (XLIII) to demethylation in the presence of a reagent such as boron tribro- 
mide, boron trichloride or the like in an inert solvent. As the solvent used, for example, dichloromethane, 1,2 -dichlo- 
roethane, benzene, toluene, a mixed solvent thereof and the like can be illustrated. The temperature is usually from 
-78°C to reflux temperature, and the reaction time is usually from 30 minutes to 1 day, varying based on a used starting 
materia!, solvent and reaction temperature. 

45 

Process 41 

[0069] A glycoside compound represented by the above general formula (XLV) can be prepared by subjecting a 
compound represented by the above general formula (XLIV) to glycosidation using a sugar donor compound such as 

so 2,3,4,6-tetra-O-acetyM -O-trichloroacetoimidoyl-a-D-glucopyranose, 2,3,4,6-tetra-O-acetyM -O-mchloroacetoimi- 
doyl-fi-D-glucopyranose, 1 ,2,3,4,6-penta-O-acetyl-fi-D-glucopyranose, 2,3,4,6-tetra-O-acetyl-a-D-glucopyranosyt 
bromide, 2,3,4,6-tetra-O-acetyM -O-trichloroacetoimidoykx-D-galactopyranose, 2,3,4,6-tetra-O-acetyM -O-trichloro- 
acetoimidoyl-p-D-galactopyranose, 1 ,2.3.4,6-penta-O-acetyl-p-D-galactopyranose, 2,3,4,6-tetra-O-pivaIoyM -O- 
trichloroacetolmidoyl-a-D-glucopyranose, 2,3,4,6-tetra-O-prvaloyl-l-O-trichIoroacetoimidoyl-P-D-glucopyranose, 

55 2,3,4,6-tetra-O-pivaloyM -O-trichloroacetoimidoyl-a-D-galactopyranose, 2,3,4, 6-tetra-O-pivaloyl-l -O-trichloroac- 
etoimidoyl-jJ-D-gafactopyranose, 2,3,4,6-tetra-0-benzoyl-1-0-trich!oroaceto!midoy:-a-D-glucopyranose, 2,3,4,6-tetra- 
O-benzoyM-O-trichloroacetoimidoyl-P-D-glucopyranose, 2,3.4,6-tetra-0-benzoyl-1-0-trichloroacetoimidoyl-a-D-ga- 
lactopyranose, 2,3,4,6-tetra-O-benzoyl-l-O-trichloroacetoimidoyl-p-D-gafactopyranose or the (ike in the presence of 
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an activating reagent such as boron trifiuoride-diethyl ether complex, silver trifluoromethanesuifonate, tin (IV) chloride, 
trimethylsilyl trifluoromethanesuifonate or the like in an inert solvent. As the solvent used, for example, drchloromethane, 
toluene, acetonitrile, nitromethane, ethyJ acetate, diethyl ether, chloroform, a mixed solvent thereof and the like can 
be illustrated. The reaction temperature is usually from -30°C to reflux temperature, and the reaction time is usually 
s from 10 minutes to 1 day, varying based on a used starting material, solvent and reaction temperature. 

Process 42 

[0070] A compound represented by the above general formula (Id) of the present invention can be prepared by 
10 subjecting a glycoside compound represented by the general formula (XLV) to alkaline hydrolysis to remove the pro- 
tective group. As the solvent used, for example, water, methanol, ethanol, tetrahydrofuran, a mixed solvent thereof 
and the (ike can be illustrated. As a base, forexample, sodium hydroxide, sodium methoxide, sodiumethoxide or the 
like can be used. The reaction temperature is usually from 0°C to reflux temperature, and the reaction time is usually 
from 30 minutes to 1 day, varying based on a used startingmaterial, solvent and reaction temperature. 
15 [0071] Of the compounds represented by the above general formula (I) of the present invention, a compound wherein 
R 2 is a hydrogen atom; Q is an ethylene group; R 3 is -U-V 1 -N(R 5 )-R A or -U-V 1 -NH 2 in which V 1 is a alkyfene 
group which may have a hydroxy group or Cj^ alkenytene group; R 5 , R A and U have the same meanings as defined 
above, can be prepared according to the procedures of the following processes 43 to 50: 
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wherein L 1 represents a mesyloxy group or a tosyloxy group; M represents a hydroxy-protectSve silyl group; and R\ 
R 4 , R 5 , R A , G, G 1 , U, V 1 , Y and ring A have the same meanings as defined above, and with the proviso that a compound 
having a protective group can be optionally used when a hydroxy group, an amino group and/or a carboxy group exists 
in each compound. 



Process 43 



55 [0072] A compound represented by the above general formula (XLVI I) can be prepared by subjecting a compound 
represented by the above general formula (XLVI) to O-protection using a silylating reagent such as ferf-butyldiphe- 
nylsilyl chloride, tert-butyldimethylsilyl chloride, triisopropylsily! chloride, triethylsilyl chloride or the like in the presence 
of a base such as imidazole, triethylamine, N, /V-diisopropylethylamine or the like in an inert solvent. As the solvent 
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used, for example, A/.N-dimethylformamide, dichloromethane, a mixed solvent thereof and the like can be illustrated. 
The reaction temperature is usually from 0°C to room temperature, and the reaction time is usually from 30 minutes 
to 1 day, varying based on a used starting material, solvent and reaction temperature. 

Process 44 

[0073] A glycoside compound represented by the above general formula (XLVIII) can be prepared by subjecting a 
compound represented by the above genera!formula(XLVII)to glycosidation using a sugar donor compound such as 
2,3,4,6-tetra-O-aretyl-l-O-trichlo^ 2,3,4, 6-tetra-0-acetyl-1-0-trichloroacetoimi- 

doyl-p-D-glucopyranose, 1,2,3,4,6-penta-O-acetyi-p-D-glucopyranose, 2,3,4,6-tetra-O-acetyJ-a-D-glucopyranosyl 
bromide, 2,3.4.6-tetra-O-acetyl-l-O-Wchloroacetoimidoyl^-D^alactopyranose, 2,3 f 4,6-tetra-0-acetyl-1 -O-trichioro- 
acetoimidoyl-p-D-galactopyranose, 1 ,2,3,4,6-penta-O-acetyl-p-D-galactopyranose, 2,3,4,6-tetra-O-pivaloyH -O- 
trichloroacetoimidoyl-a-D-glucopyranose, 2,3,4, 6-tetra-0-pival6yl-1-0-trichloroacetoimidoyl-p-D-glucopyranose, 
2,3,4,6-tetra-O-prvaloyM -O-trichloroacetoimidoyl-a-D-galactopyranose, 2,3,4,6-tetra-O-pivaloyl-l -O-trichioroac- 
etoimidoyl-p-D-galactopyranose, 2,3,4,6-tetra-O-benzoyM -O-trichloroacetoimidoyl-a-D-glucopyranose, 2,3,4,6-tetra- 
O-benzoyl-1 -O-trichloroacetoimidoyl-p-D-glucopyranose, 2,3,4,6-tetra-O-benzoyl-l-O-trichloroacetoimidoyl-a-D-ga- 
lactopyranose, 2,3,4,6-tetra-O-benzoyl-l-O-trichloroacetoimidoyt-p-D-galactopyranose or the like in the presence of 
an activating reagent such as boron trifluoride-diethyl ether complex, silver trifluoromethanesulfonate, tin (IV) chloride, 
trimethylsilyl trifluoromethanesulfonate or the like in an inert solvent. As the solvent used, for example, dichloromethane, 
toluene, acetonitrile, nitromethane, ethyl acetate, diethyl ether, chloroform, a mixed solvent thereof and the like can 
be illustrated. The reaction temperature is usually from -30°C to reflux temperature, and the reaction time is usually 
from 10 minutes to 1 day, varying based on a used starting material, solvent and reaction temperature. 

Process 45 

[0074] A compound represented by the above general formula (XLIX) can be prepared by desilylating a compound 
represented by the above general formula (XLVIII) using a reagent such as tetra(n-butyl)ammoniumfluoride or the like 
in an inert solvent. As the solvent used, for example, tetrahydrofuran and the like can be illustrated. The reaction 
temperature is usually from room temperature to reflux temperature, and the reaction time is usually from 1 hour to 2 
days, varying based on a used starting material, solvent and reaction temperature. 

Process 46 

[0075] A compound represented by the above general formula (L) can be prepared by introducing a leaving group 
to a compound represented by The above general formula (XLIX) using an acid chloride such as mesyl chloride, tosyl 
chloride or the like in the presence of a base such as triethylamine, N, W-diisopropylethylamine or the like in an inert 
solvent. As the solvent used in the introduction reaction, for example, dichloromethane, ethyl acetate, tetrahydrofuran, 
pyridine, and the like can be illustrated. The reaction temperature is usually from 0°C to room temperature, and the 
reaction time is usually from 30 minutes to 1 day, varying based on a used starting material, solvent and reaction 
temperature. 

Process 47 

[0076] A compound represented by the above general formula (LI) can be prepared by subjecting a compound rep- 
resented by the above genera! formula (L) to azidation using an azidating reagent such as sodium azide or the like in 
an inert solvent. As the solvent used in the azidation, for example, dichloromethane, ethyl acetate, A/,A/-dimethylfor- 
mamide, dimethyl sulfoxide, N-methylpyrrolidone, A/.W-dimethylimidazolidinone, a mixed solvent thereof and the like 
can be illustrated. The reaction temperature is usually from room temperature to reflux temperature, and the reaction 
time is usually from 30 minutes to 1 day, varying based on a used starting material, solvent and reaction temperature. 

Process 48 

[0077] A compound represented by the above general formula (LI la) can be prepared by subjecting a compound 
represented by the above general formula (LI) to catalytic hydrogenation using a palladium catalyst such as palladium- 
carbon powder in an inert-solvent. As the solvent used in the catalytic hydrogenation, for example, tetrahydrofuran, 
methanol, ethanol. ethyl acetate, a mixed solvent thereof and the like can be illustrated. The reaction temperature is 
usually from room temperature to reflux temperature, and the reaction time is usually from 30 minutes to 1 day, varying 
based on a used starting material, solvent and reaction temperature. 
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Process 49 

[0078] A compound represented by the above genera! formula (le) of the present invention can be prepared by 
subjecting a compound represented by the above general formula (Llla) to alkaline hydrolysis to remove the protective 
5 group. As the solvent used in the hydrolysis reaction, for example, methanol, ethanol, tetrahydrofuran, acetonitrile. 
water, a mixed solvent thereof and the like can be illustrated. As the base, for example, sodium hydroxide, sodium 
methoxide, sodium ethoxide, methylamine, dimethytamine and the like can be illustrated. The reaction temperature is 
usually from 0°C to reflux temperature, and the reaction time is usually from 30 minutes to 1 day, varying based on a 
used starting material, solvent and reaction temperature. 

10 

Process 50 

[0079] A compound represented by the above general formula (If) of the present invention can be prepared by sub- 
jecting a compound represented by the above general formula (L) to condensation with an amine compound repre- 

15 sented by the above general formula (Llll) or a salt thereof in the presence or absence of a base such as triethylamine, 
A/.W-diisopropylethylamine, pyridine, 1 ,8-diazabtcycio[5.4.0]undec-7-ene, sodium hydride, potassium tert-butoxide, po- 
tassium carbonate or cesium carbonate, and occasionally by adding sodium iodide, in an inert solvent, and to alkaline 
hydrolysis in a similar way to process 49 as occasion demands. As the solvent used in the condensation, for example, 
acetonitrile, A/,AWimethyfformamide, dimethylsulfoxide, W-methyIpyrrolidone,methanol.ethanol,tetrahydrofuran,water, 

20 a mixed solvent thereof and the like can be illustrated. The reaction temperature is usually from room temperature to 
reflux temperature, and the reaction time is usually from 1 hour to 3 days, varying based on a used starting material, 
solvent and reaction temperature. 

[0080] Of the compounds represented by the above general formula (I) of the present invention, a compound wherein 
R 2 is a hydrogen atom; Q is an ethylene group; R 3 is -U-V-NH-Z 1 or -U-V-NHCON (R c ) R D in which Z 1 is -COR B . 
25 -S0 2 R B , -CONHR c or -C(=NR E )NHR F ; R B , R c , R D , R E , R F , U and V have the same meanings as defined above, can 
be prepared according to the procedures of the following processes 51 to 55: 
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wherein L 2 represents a leaving group such as a pyrazolyl group, a methylthio group, a benzotriazolyl group or the 
like ; and R 1 , R 4 , R B , R c , R D , R E t R F , G, G 1 , U, V, Y, Z 1 and ring A have the same meanings as defined above, and 
with the proviso that a compound having a protective group can be optionally used when a hydroxy group, an amino 
group and/or a carboxy group exists in each compound. 

Process 51 

[0081] A compounds represented by the above general formula (LIX) can be prepared from a compound represented 
by the above general formula (LI I) according to the following methods 1 to 4. 

<Method 1> 

[0082] A compound represented by the above general formula (Lll) is allowed to react with an acid chloride repre- 
sented by the above general formula (LIV) or (LV) in the presence of a base such as triethylamine, A/,N-diisopropyl- 
ethylamine, pyridine, 1-,8-diazabicycloI5.4.0]undec-7-ene or the like in an inert solvent such as dichloromethane, ethyl 
acetate, tetrahydrofuran, pyridine, acetonitrile or a mixed solvent thereof at usually 0°C to reflux temperature for usually 
30 minutes to 1 day. 
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<Method 2> 

[0083] A compound represented by the above general formula (LI I) is allowed to react with an isocyanate compound 
represented by the above general formula (LVI) in the presence or absence of a base such as triethyiamine, 
5 diisopropytethylamine, pyridine, 1 ,8-diazabicydo[5.4.0]undec-7-ene or the like in an inert solvent such as dichlorometh- 
ane, ethyl acetate, tetrahydrofuran, pyridine, acetonitrile, toluene or a mixed solvent thereof at usually 0°C to reflux 
temperature for usually 30 minutes to 1 day. 

<Method 3> 

10 

[0084] A compound represented by the above general formula (LI I) is allowed to react with a carboxyiic acid com- 
pound represented by the above general formula (LVI I) after suitably adding 1-hydroxybenzotriazole as occasion de- 
mands in the presence of a condensing agent such as 1-ethyl-3-(3-dimethylaminopropyl)-carbodiimide hydrochloride, 
dicyclohexylcarbodiimide or the like and in the presence or absence of a base such as triethyiamine, N, A/-diisopropyl- 
ethylamine or the like in an inert solvent such as N,N-dimethylforrnamide, dichloromethane or a mixed solvent thereof 
at usually 0°C to reflux temperature for usually 1 hour to 3 days. 

<Method 4> 

20 [0085] A compound represented by the above general formula (LI I) is allowed to react with a guanidylating reagent 
represented by the above general formula (LVIII) such as A/-(benzyloxycarbonyl)-1H-pyrazol-1-carboxamidine or the 
like in an inert solvent such as tetrahydrofuran, methanol, ethanol, toluene or a mixed solvent thereof at usually room 
temperature to reflux temperature for usually 1 hour to 5 days. 

25 Process 52 

[0086] A compound represented by the above general formula (Ig) of the present invention can be prepared by 
subjecting a compound represented by the above general formula (LIX) to alkaline hydrolysis. As the solvent used in 
the hydrolysis reaction, for example, methanol, ethanol, tetrahydrofuran, water, a mixed solvent thereof and the like 
30 can be illustrated. As the base, for example, sodium hydroxide, sodium methoxide, sodium ethoxide, methylamine, 
dimethylamine and the like can be illustrated. The reaction temperature is usually from 0°C to reflux temperature, and 
the reaction time is usually from 30 minutes to 1 day, varying based on a used starting material, solvent and reaction 
temperature. 

35 Process .53 

[0087] An activated ester compound represented by the above general formula (LXI) can be prepared by condensing 
a compound represented by the above general formula (LI I) with an agent for making an activated ester represented 
by the above formula (LX) in the presence of a base such as triethyiamine, A/,A/-diisopropylethylamine, pyridine or 

40 1,8-diazabicyclo-[5.4.0]undec-7-ene in an inert solvent. As the solvent used in the condensing reaction, for example, 
dichloromethane, tetrahydrofuran, ethyl acetate, acetonitrile, pyridine, a mixed solvent thereof and the like can be 
illustrated. The reaction temperature is usually from 0°C to reflux temperature, and the reaction time is usually from 
30 minutes to 1 day, varying based on a used starting material, solvent and reaction temperature. Process 54 
[0088] A compound represented by the above general formula (LXI 1 1) can be prepared by condensing a compound 

45 represented by the above general formula (LXI) with an amine compound represented by the above general formula 
(LXI I) or a salt thereof in the presence or absence of a base such as triethyiamine, tyN-diisopropylethylamine, pyridine, 
1,8-diazabicyc!o-{5.4.0]undec-7-ene, sodium hydride, potassium tert-butoxide, potassium carbonate or cesium car- 
bonate in an inert solvent. As the solvent used in the condensing reaction, for example, dichloromethane, methanol, 
ethanol, tetrahydrofuran, ethyl acetate, acetonitrile, pyridine, /V,N-dimethylformamide, a mixed solvent thereof and the 

50 like can be illustrated. The reaction temperature is usually from room temperature to reflux temperature, and the reaction 
time is usually from 30 minutes to 2 days, varying based on a used starting material, solvent and reaction temperature. 
Process 55 

[0089] A compound represented by the above general formula (Ih) of the present invention can be prepared by 
subjecting a compound represented by the above general formula (LXI II) to-alkaline hydrolysis. As the solvent used 
55 in the hydrolysis reaction, for example, methanol, ethanol, tetrahydrofuran, water, a mixed solvent thereof and the like 
can be illustrated. As the base, for example, sodium hydroxide, sodium methoxide, sodium ethoxide, methylamine, 
dimethylamine and the like can be illustrated. The reaction temperature is usually from 0°C to reflux temperature, and 
the reaction time is usually from 30 minutes to 1 day, varying based on a used starting material, solvent and reaction 
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temperature. 

[0090] Of the compounds represented by the above genera! formula (I) of the present invention, a compound wherein 
R 2 represents a hydrogen atom; Q represents an ethylene group; and R 3 represents -U-V-C (=0) N (R 5 ) -R A (in which 
R 5 , R A , U and V have the same meanings as defined above) can be also prepared according to the procedures of the 
following processes 56 to 58: 




wherein R 1 , R 4 , R 5 , R A , G, G 1 , U, V, Y and ring A have the same meanings as defined above, and with the proviso 
that a compound having a protective group can be optionally used when a hydroxy group, an amino group and/or a 
carboxy group exists in each compound. 

Process 56 

[0091] A compound represented by the above general formula (LXV) can be prepared by subjecting a compound 
represented by the above general formula (LXIV) to condensation with an amine derivative represented by the above 
genera! formula (LI I!) by suitably adding 1-hydroxybenzotriazole as occasion demands in the presence or absence of 
a condensing agent such as 1-ethyl-3-(3-dimethylam!nopropyl)carbodiirhide hydrochloride, dicyclohexylcarbodiimide 
or the like and a base such as triethytamine, N,N-diisopropytethylamine or the like in an inert solvent. As the solvent 
used in the condensation, for example, A/.N-dimethylformamide, tetrahydrofuran, dichloromethane or a mixed solvent 
thereof and the like can be illustrated. The reaction temperature is usually from 0°C to reflux temperature, and the 
reaction time is usually from 1 hour to 3 days, varying based on a used starting material, solvent and reaction temper- 
ature. 

Process 57 

[0092] A glycoside compound represented by the above general formula (LXVI) can be prepared by subjecting a 
compound represented by the above genera) formula (LXV) to glycosidatioh using a sugar donor compound such as 
2,3,4,6-tetra-O-acetyM -O-trichloroacetoimidoyl-ot-D-glucopyranose, 2,3,4,6-tetra-0-acetyl-1 -O-trichloroacetoimi- 
doyl-p-D-glucopyranose, 1 ,2,3,4,6-penta-O-acetyl-p-D-gIucopyranose, 2,3, 4,6-tetra-O-acetyl-a-D-glucopyranosyl 
bromide. 2,3,4,6-tetra-O-acetyl-l -O-trichloroacetoimidoyl-a-D-galactopyranose, 2,3,4,6-tetra-O-acetyl-l-O-trichIoro- 
acetoimidoyl-p-D-galactopyranose, 1,2,3,4,6-penta-O-acetyl-p-D-galactopyranose, 2,3,4,6-tetra-O-pivaloyl-l-O- 
trichloroacetoimidoyl-a-D-glucopyranose, 2,3,4,6-tetra-O-pivaIoyl-l-O-trichIoroacetoimidoyl-p-D-glucopyranose, 
2,3,4,6-tetra-0-pivaloyl-1 O-trichloroacetoimidoyJ-a-D-galactopyranose, 2,3,4,6-tetra-O-pivaloyl-l -0-trich!oroacetoim- 
idoyl-p-D-galactopyranose, 2 1 3,4,6-tetra-0-ben2oyl-1-0-trichloroacetoimidoyl-a-D-glucopyranose, 2,3,4,6-tetra-O- 
benzoyl-1 -O-trichloroacetoimidoyl-p-D-glucopyranose, 2,3,4,6-tetra-O-benzoyl-l -O-trichloroacetoimidoyl-a-D-galact- 
opyranose, 2,3,4,6-tetra-O-benzoyM-O-tric^Ioroaceto or the like in the presence of an 

activating reagent such as boron trifluoride-diethyl ether complex, silver trifluoromethanesulfonate, tin (IV) chloride, 
trimethylsityl trifluoromethanesulfonate or the like in an inert solvent As the solvent used, for example, dichloromethane. 
toluene, acetonitrile, nitromethane, ethyl acetate, diethyl ether, chloroform, a mixed solvent thereof and the like can 
be illustrated. The reaction temperature is usually from -30' C to reflux temperature, and the reaction time is usually 
from 10 minutes to 1 day, varying based on a used starting materia!, solvent and reaction temperature. Process 58 
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[0093] A compound represented by the above general formula (li) of the present invention can be prepared by sub- 
jecting a glycoside compound Represented by the above general formula (LXVI) to alkaline hydrolysis. As the solvent 
used, for example, water, methanol, ethanol, tetrahydrofuran, a mixed solvent thereof and the like can be illustrated. 
As the base, for example, sodium hydroxide, sodium methoxide, sodium ethoxide and the like can be illustrated. The 
5 reaction temperature is usually from 0°C to reflux temperature, and the reaction time is usually from 30 minutes to 6 
hours, varying based on a used starting material, solvent and reaction temperature. 

[0094] Of the compounds represented by the above general formula (I) of the present invention, a compound wherein 
R 2 represents a hydrogen atom; Q represents an ethylene group; and R 3 represents -CH=CH-V 2 -W 1 -N(R 5 )-R A or 
-CH 2 CH 2 -V 2 -W 1 -N(R 5 )-R A (in which V 2 represents aC M alkylene group which may have a hydroxy group, C2.4 alke- 
10 nylene group or a single bond; W 1 represents -CO- or -S0 2 - ; R 5 and R A have the same meanings as defined above) 
can be also prepared according to the procedures of the following processes 59 to 65: 
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wherein L 3 represents a chloride atom, a bromine atom, a iodine atom or a trifluoromethanesulfonyloxy group; R 1 , R 4 , 
R 5 , R A , G, G 1 , V 2 , W 1 , Y and ring A have the same meanings as defined above, and with the proviso that a compound 
45 having a protective group can be optionally used when a hydroxy group, an amino group and/or a carboxy group exists 
in each compound. 

Process 59 

so [0095] A compound represented by the above general formula (LXIX) can be prepared by subjecting a compound 
represented by the above general formula (LXVII) to Heck reaction with an olefin derivative represented by the above 
general formula (LXVIII) by using a palladium catalyst such as palladium-carbon powder, palladium acetate, tetrakis 
(triphenyIphosphine)pa!ladium, dibenzyiideneacetone palladium, bis(triphenylphosphine)-paIladium dichloride or the 
like in the presence or absence of a phosphine ligand such as tris(2-methylphenyl)phosphine, triphenylphosphine or 

55 the like and in the presence of a base such as triethylamine, sodium ferf-butoxide, potassium ferf-butoxide, cesium 
fluoride or the like in an inert solvent. As the solvent used, for example, acetonitrile, toluene, tetrahydrofuran, triethyl- 
amine, a mixed solvent thereof and the like can be illustrated. The reaction temperature is usually from 0°C to reflux 
temperature, and the reaction time is usually from 1 hour to 2 days, varying based on a used starting material, solvent 
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Process 60 

5 [0096] An olefin derivative represented by the above general formula (LXXI) can be prepared by subjecting a com- 
pound represented by the above general formula (LXvll) to Heck reaction with an olefin derivative represented by the 
above general formula (LXX) by using a palladium catalyst such as palladium-carbon powder, palladium acetate, tet- 
rakis(triphenytphosphine)pailadium, dibenzylideneacetone palladium, bis (triphenylphosphine) palladium dichtoride or 
the like in the presence or absence of a phosphine ligand such as tris(2-methytphenyl)phosphine, triphenylphosphine 

10 or the like and in the presence of a base such as triethylamine, sodium tert-butoxide, potassium terf-butoxide, cesium 
fluoride or the (ike in an inert solvent. As the solvent used in the reaction, for example, acetonitrile, totuene, tetrahy- 
drofuran, triethylamine, a mixed solvent thereof and the like can be illustrated. The reaction temperature is usually 
from 0°C to reflux temperature, and the reaction time is usually from 1 hour to 2 days, varying based on a used starting 
material, solvent and reaction temperature. 

15 

Process 61 

[0097] A compound represented by the above general formula (LXIX) can be prepared by subjecting a compound 
represented by the above general formula (LXXI) to condensation with an amine derivative represented by the above 

20 general formula (LI 1 1) by suitably adding 1-hydroxybenzotriazole as occasion demands in the presence or absence of 
a condensing agent such as 1-ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride, dicyclohexylcarbodiimide 
or the like and a base such as triethylamine, A/,rV-diisopropylethy!amine or the like in an inert solvent As the solvent 
used in the condensation, for example, W,A/-dimethylformamide, tetrahydrofuran, dichloromethane, a mixed solvent 
thereof and the like can be illustrated. The reaction temperature is usually from 0°C to reflux temperature, and the 

25 reaction time is usually from 1 hour to 3 days, varying based on a used starting material, solvent and reaction temper- 
ature. 

Process 62 

30 [0098] A compound represented by the above general formula (Ij) of the present invention can be prepared by sub- 
jecting a compound represented by the above general formula (LXIX) to alkaline hydrolysis to remove a protective 
group. As the solvent used in the hydrolysis reaction, for example, methanol, ethanol, tetrahydrofuran, water, a mixed 
solvent thereof and the like can be illustrated. As the base, for example, sodium hydroxide, sod iummeth oxide, sodium 
ethoxide and the like can be illustrated. The reaction temperature is usually from 0°C to reflux temperature, and the 

35 reaction time is usually from 30 minutes to 1 day, varying based on a used starting material, solvent and reaction 
temperature. 

Process 63 

*o [0099] A compound represented by the above general formula (Ik) of the present invention can be prepared by 
subjecting a compound represented by the above general formula (Ij) to catalytic hydrogenation using a palladium 
catalyst such as palladium-carbon powder in an inert solvent. As the solvent used in the catalytic hydrogenation, for 
example, methanol, ethanol, tetrahydrofuran, ethyl acetate, a mixed solvent thereof and the like can be illustrated. The 
reaction temperature is usually from 0°C to reflux temperature, and the reaction time is usually from 1 hour to 2 days, 

45 varying based on a used starting material, solvent and reaction temperature. 

Process 64 

[0100] A compound represented by the above general formula (LXXI I) can be prepared by subjecting a compound 
50 represented by the above general formula (LXIX) to catalytic hydrogenation using a palladium catalyst such as palla- 
dium-carbon powder in an inert solvent. As the solvent used in the catalytic hydrogenation, for example, methanol, 
ethanol, tetrahydrofuran, ethyl acetate, a mixed solvent thereof and the like can be illustrated. The reaction temperature 
is usually from 0°C to reflux temperature, and the reaction time is usually from 1 hour to 2 days, varying based on a 
used starting material, solvent and reaction temperature. 

55 

Process 65 

[0101] A compound represented by the above general formula (Ik) of the present invention can be prepared by 
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subjecting a compound represented by the above general formula (LXXH) to alkaline hydrolysis to remove a protective 
group. As the solvent used in the hydrolysis reaction, for example, methanol, ethanol, tetrahydrofuran, water, a mixed 
solvent thereof and the like can be illustrated. As the base, for example, sodium hydroxide, sodium meihoxide, sodium 
ethoxide and the like can be illustrated. The reaction temperature is usually from 0°C to reflux temperature, and the 
5 reaction time is usually from 30 minutes to 1 day, varying based on a used starting material, solvent and reaction 
temperature. 

[0102] In case of compounds having a hydroxy group, an amino group and/or a carboxy group in the above proce- 
dures, they can be also used in each reaction after introducing any protective group in the usual way as occasion 
demand. The protective group can be optionally removed in any subsequent reaction in the usual way. 
10 [01 03] The compounds represented by the above general formula (I) of the present invention obtained by the above 
production processes can be isolated and purified by conventional separation means such as fractional recrystalliza- 
tion, purification using chromatography, solvent extraction and solid phase extraction. 

[0104] The fused heterocyclic derivatives represented by the above general formula (I) of the present invention can 
be converted into their pharmaceutical^ acceptable salts in the usual way. Examples of such salts include acid addition 

15 salts with mineral acids such as hydrochloric acid, hydrobromic acid, hydroiodic acid, sulfuric acid, nitric acid, phos- 
phoric acid and the (ike, acid addition salts with organic acids such as formic acid, acetic acid, methanesulfonic acid, 
benzenesulfonicacid, p-toluenesulfonic acid, propionic acid, citric acid, succinic acid, tartaric acid, fumaricacid, butyric 
acid, oxalic acid, maionic acid, maleic acid, tactic acid, malic acid, carbonic acid, glutamic acid, aspartic acid and the 
like, salts with inorganic bases such as a sodium salt, a potassium salt and the like, and salts with organic bases such 

20 as A/-methyl-D-glucamine, A/.A/'-dibenzyletylenediamine, 2-aminoethanol, tris(hydroxymethyl)aminomethane, arginine, 
lysine and the like. 

[01 05] The compounds represented by the above general formula (I) of the present invention include their solvates 
with pharmaceutical^ acceptable solvents such as ethanol and water. 

[0106] Of the fused heterocyclic derivatives represented by the above general formula (I) of the present invention 

25 and the prodrugs thereof, there are two geometrical isomers, cis(Z)-isomer and trans(£)-isomer, in each compound 
having an unsaturated bond. In the present invention, either of the isomers can be employed. 
[0107] Of the fused heterocyclic derivatives represented by the above general formula (I) of the present invention 
and the prodrugs thereof, there are two optical isomers, fl-isomer and S-isomer, in each compound having an asym- 
metric carbon atom excluding the glucopyranosyloxy moiety or the galactopyranosyloxy moiety. In the present inven- 

30 tion. either of the isomers can be employed, and a mixture of both isomers can be also employed. 

[0108] A prodrug of a compound represented by the above general formula (I) of the present invention can be pre- 
pared by introducing an appropriate group forming a prodrug into any one or more groups selected from a hydroxy 
group and an amino group of the compound represented by the above general formula (I) using a corresponding 
reagent to produce a prodrug such as a halide compound or the like in the usual way, and then by suitably isolating 

35 and purificating in the usual way as occasion demands. As a group forming a prodrug used in a hydroxy group or an 
amino group, for example, a C 2 _ 7 acyl group, a alkoxy-substituted (C 2 _ 7 acyl) group, a C 2 . 7 alkoxycarbonyl-sub- 
stituted (C 2 „ 7 acyl) group, a C 2 „ 7 alkoxycarbonyl group, aC^ alkoxy-substituted (C 2 . 7 alkoxycarbonyl) group or the 
like can be illustrated. The term "C^ alkoxy-substituted (C 2 . 7 acyl) group" means the above C 2 . 7 acyl group substituted 
by the above alkoxy group; the term "C 2 . 7 alkoxycarbonyl-substituted {C 2 . 7 acyl) group" means the above C 2 . 7 

40 acyl group substituted by the above C 2 . 7 alkoxycarbonyl group; the term "C^ alkoxy-substituted (C 2 _ 7 alkoxycarbonyl) 
group" means the above alkoxycarbonyl group substituted by the above alkoxy group. In addition, as a group 
forming a prodrug, a glucopyranosyl group or a galactopyranosyl group can be illustrated. For example, these groups 
are preferably introduced into the hydroxy group at the 4 or 6 position of the glucopyranosyloxy group or the galacto- 
pyranosyloxy group, and are more preferably introduced into the hydroxy group at the 4 or 6 position of the glucop- 

45 yranosyloxy group. 

[0109] The fused heterocyclic derivatives represented by the above general formula (I) of the present invention, for 
example, showed a potent inhibitory activity on human SGLT1 or SGLT2 in a human SGLT1 or SGLT2 inhibitory activity 
confirmatory test as described below. Therefore, a fused heterocyclic derivative represented by the above general 
formula (I) of the present invention can exert an excellent inhibitory activity of SGLT1 at the small intestine or an 

so excellent inhibitory activity of SGLT2 at the kidney, and significantly inhibit blood glucose level increase or significantly 
lower blood glucose level. Therefore, a fused heterocyclic derivative represented by the above general formula (I) of 
the present invention, a pharmaceutical^ acceptable salt and a prodrug thereof is extremely useful as an agent for the 
inhibition of hyperglycemia, the inhibition of advancing into diabetes in a subject with impaired glucose tolerance and 
the prevention or treatment of a disease associated with hyperglycemia such as diabetes, impaired glucose tolerance 

55 (IGT), diabetic complications (e.g., retinopathy, neuropathy, nephropathy, ulcer, macroangiopathy). obesity, hyperin- 
sullnemia, hyperfipidemia, hypercholesterolemia, hypertriglyceridemia, lipid metabolism disorder, atherosclerosis, hy- 
pertension, congestive heart failure, edema, hyperuricemia, gout or the like, which relates to SGLT1 activity at the 
small intestine and SGLT2 activity at the kidney. 
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[01 10] Furthermore, the compounds of the present invention can be suitably used in combination with at (east one 
member selected from drugs. Examples of the drugs which can be used in combination with the compounds of the 
present invention include an insulin sensitivity enhancer, a glucose absorption inhibitor, a biguanide. an insulin secretion 
enhancer, a SGLT2 inhibitor, an insulin or insulin analogue, a glucagon receptor antagonist, an insulin receptor kinase 
5 stimulant a tripeptidy) peptidase II inhibitor, a dipeptidyi peptidase IV inhibitor, a protein tyrosine phosphatase- 1B 
inhibitor, a glycogen phosphorylasa inhibitor, a gIucose-6-phosphatase inhibitor, a rructose-bisphosphatase inhibitor, 
a pyruvate dehydrogenase inhibitor, a hepatic gluconeogenesis inhibitor, D-chiroinsitol, a glycogen synthase kinase- 
3 inhibitor, glucagon-like peptide-1, a glucagon-like peptide-1 analogue, a glucagon-like peptide-1 agonist amylin, an 
amylin analogue, an amylin agonist, an aldose reductase inhibitor, an advanced glycation endproducts formation in- 
fo hibitor, a protein kinase C inhibitor, a yaminobutyric acid receptor antagonist a sodium channel antagonist a transcript 
factor NF-kB inhibitor, a lipid peroxidase inhibitor, an A/-acety1ated-a-linked-acid-dipeptidase inhibitor, insulin-like 
growth factor-!, platelet-derived growth factor (PDGF), a platelet-derived growth factor (PDGF) analogue (e. g. , 
PDGF-AA, PDGF-BB , PDGF-AB), epidermal growth factor (EGF), nerve growth factor, a carnitine derivative, uridine, 
5-hydroxy-1-methyIhidantoin, EGB-761, bimodomol, sulodexide, Y-128, antidianrhoics, cathartics, a hydroxymethylgl- 
ts utaryl coenzyme A reductase inhibitor, a flbric acid derivative, a ^-adrenoceptor agonist an acyl-coenzyme A choles- 
terol acyttransferase inhibitor, probcol, a thyroid hormone receptor agonist, a cholesterol absorption inhibitor, a lipase 
inhibitor, a microsomal triglyceride transfer protein inhibitor, a lipoxygenase inhibitor, a carnitine palmitoyltransferase 
inhibitor, a squalene synthase inhibitor, a low-density lipoprotein receptor enhancer, a nicotinic acid derivative, a bile 
acid sequestrant a sodium/bile acid cotransporter inhibitor, a cholesterol ester transfer protein inhibitor, an appetite 
20 suppressant, an angiotensin-converting enzyme inhibitor, a neutral endopeptidase inhibitor, an angiotensin II receptor 
antagonist an endothelin-converting enzyme inhibitor, an endotheiin receptor antagonist a diuretic agent a calcium 
antagonist a vasodilating antihypertensive agent, a sympathetic blocking agent a centrally acting antihypertensive 
agent an (^-adrenoceptor agonist, an antiplatelets agent, a uric acid synthesis inhibitor, a uricosuric agent and a 
urinary alkalinizer. 

25 [0111] In case of uses of the compound of the present invention in combination with the above one or more drugs, 
the present invention includes either dosage forms of simultaneous administration as a single preparation or separated 
preparations in way of the same or different administration route, and administration at different dosage intervals as 
separated preparations in way of the same or different administration route. A pharmaceutical combination comprising 
the compound of the present invention and the above drug(s) includes both dosage forms as a single preparation and 

30 separated preparations for combination as mentioned above. 

[0112] The compounds of the present invention can obtain more advantageous effects than additive effects in the 
prevention or treatment of the above diseases when using suitably in combination with the above one or more drugs. 
Also, the administration dose can be decreased in comparison with administration of either drug alone, or adverse 
effects of coadministrated drugs can be avoided or declined. 

35 [01 1 3] Concrete compounds as the drugs used for combination and preferable diseases to be treated are exemplified 
as follows. However, the present invention is not limited thereto; and the concrete compounds include their free com- 
pounds, and their or other pharmaceutically acceptable salts. 

[0114] As insulin sensitivity enhancers, peroxisome proliferator-activated receptor-y agonists such as troglitazone, 
pioglitazone hydrochloride, rosiglitazone maleate, sodium darglitazone, GI-262570, isaglitazone, LG-100641, NC- 

40 2100, T-174, DRF-2189, CLX-0921. CS-011, GW-1929, ciglitazone, sodium englitazone and NIP-221, peroxisome 
proliferator-activated receptor-a agonists such as GW-9578 and BM-1 70744, peroxisome proliferator-activated recep- 
tor-o/y agonists such as GW-409544, KRP-297, NN-622, CLX-0940, LR-90, SB-219994, DRF-4158 and DRF-MDX8, 
retinoid X receptor agonists such as ALRT-268, AGN-4204, MX-6054, AGN-194204, LG-1 00754 and bexarotene, and 
other insulin sensitivity enhancers such as regiixane. ONO-5816, MBX-102, CRE-1625. FK-614, CLX-0901, CRE- 

45 1 633, NN-2344, BM-13125, BM-501050, HQL-975, CLX-0900, MBX-668, MBX-675, S-15261. GW-544, AZ-242, LY- 
510929, AR-H049020 and GW-501516 are illustrated. Insulin sensitivity enhancers are used preferably for diabetes, 
impaired glucose tolerance, diabetic complications, obesity, hyperinsulinemia, hyperlipidemia, hypercholesterolemia, 
hypertriglyceridemia, lipid metabolism disorder or atherosclerosis, and more preferably for diabetes, impaired glucose 
tolerance or hyperinsulinemia because of improving the disturbance of insulin signal transduction in peripheral tissues 

so and enhancing glucose uptake into the tissues from the blood, leading to lowering of blood glucose level. * 

[01 15] As glucose absorption inhibitors, for example, a-glucosidase inhibitors such as acarbose, voglibose, miglitol, 
CKD-711, emiglitate, MDL-25,637. camiglibose and MDL-73,945, a-amylase inhibitors such as AZM-127 , SGLT1 in- 
hibitors described in pamphlets of International Publication Nos. WO02/098893, WO2004/014932, WO2004/018491, 
WO2004/019958 and the like are illustrated. Glucose absorption inhibitors are used preferably for diabetes, impaired 

55 glucose tolerance, diabetic complications, obesity or hyperinsulinemia, and more preferably for impaired glucose tol- 
erance because of inhibiting the gastrointestinal enzymatic digestion of carbohydrates cortrained in foods, and inhibiting 
or delaying the absorption of glucose into the body. 

[01 16] As biguanides, phenformin, buformin hydrochloride, metformin hydrochloride or the like are illustrated. Bigua- 
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rtides are used preferably for diabetes, impaired glucose tolerance, diabetic complications or hyperinsulinemia, and 
more preferably for diabetes, impaired glucose tolerance or hyperinsulinemia because of lowering blood glucose level 
by inhibitory effects on hepatic gluconeogenesis, accelerating effects on anaerobic glycolysis in tissues or improving 
effects on insulin resistance in peripheral tissues. 

s [0117] As insulin secretion enhancers, tolbutamide, chlorpropamide, tolazamide, acetohexamide, glydopyramide; 
glyburide (glibenclamide), gliclazide, 1 -butyl-3-metaniiyiurea, carbutamide, giibomuride, glipizide, gliquidone, glisoxa- 
pide. glybuthtazol, giybuzole, glyhexamide, sodium glymidine. glypinamide, phenbutamide. totcyclamide, gltmepiride, 
nateglinide, mitiglinide calcium hydrate, repaglinide or the like are illustrated. In addition, the insulin secretion enhancers 
include glucokinase activators such as RO-28-1675. Insulin secretion enhancers are used preferably for diabetes, 

10 impaired glucose tolerance or diabetic complications, and more preferably for diabetes or impaired glucose tolerance 
because of lowering blood glucose level by acting on pancreatic p-cells and enhancing the insulin secretion. 
[01 18] As SGLT2 inhibitors, T-1095 and compounds described in Japanese patent publications Nos. Hei 10-237089 
and 2001-288178. and International Publications Nos. WO01/16147, WO01/27128, WO01/68660, WO01/74834, 
WO01/74835, WO02/28872, WO02/36602, WO02/44192, WO02/53573. WO03/00071 2. WO03/020737 and the like 

15 are illustrated. SGLT2 inhibitors are used preferably for diabetes, impaired glucose tolerance, diabetic complications, 
obesity or hyperinsulinemia, and more preferably for diabetes, impaired glucose tolerance, obesity or hyperinsulinemia 
because of lowering blood glucose level by inhibiting the reabsorption of glucose at the kidney's proximal tubule. 
[0119] As insulin or insulin analogues, human insulin, animal-derived insulin, human or animal-derived insulin ana- 
logues or the like are illustrated. These preparations are used preferably for diabetes, impaired glucose tolerance or 

20 diabetic complications, and more preferably for diabetes or impaired glucose tolerance. 

[0120] As glucagon receptor antagonists, BAY-27-9955, NNC-92-1687 or the like are illustrated; as insulin receptor 
kinase stimulants, TER-17411, L-783281 , KRX-613 or the like are illustrated; as tripeptidyl peptidase II inhibitors, UCL- 
1397 or the like are illustrated; as dipeptidyl peptidase IV inhibitors, NVP-DPP728A, TSL-225, P-32/98 or the like are 
illustrated; as protein tyrosine phosphatase 1B inhibitors. PTP-112, OC-86839. PNU-177496 or the like are illustrated; 

25 as glycogen phosphorylase inhibitors, NN-4201 , CP-368296 or the like are illustrated; as fructose-bisphosphatase 
inhibitors, R-132917 or the like are illustrated; as pyruvate dehydrogenase inhibitors. AZD-7545 or the like are illus- 
trated; as hepatic gluconeogenesis inhibitors, FR-225659 or the like are illustrated; as glucagon-like peptide-1 ana- 
logues, exendin-4, CJC-1131 or the like are illustrated; as glucagon-like peptide 1 agonists; AZM-134, LY-315902 or 
the like are illustrated; and as amylin, amylin analogues or amylin agonists, pramlintide acetate or the like are illustrated. 

30 These drugs, glucose-6-phosphatase inhibitors, D-chiroinsitoi. glycogen synthase kinase-3 inhibitors and glucagon- 
like peptide-1 are used preferably for diabetes, impaired glucose tolerance, diabetic complications or hyperinsulinemia, 
and more preferably for diabetes or impaired glucose tolerance. 

[0121] As aldose reductase inhibitors, ascorbyl gamolenate, tolrestat, epalrestat, ADN-136, BAL-ARI8, ZD-5522, 
ADN-311, GP-1447, IDD-598, fidarestat, sorbinil, ponalrestat, risarestat, zenarestat, minatrestat, methosorbinil, AL- 
35 1 567. imirestat, M-16209, TAT. AD-5467, zopolrestat, AS-3201 . NZ-314, SG-21 0, JTT-81 1 , lindoirestat or the like are 
illustrated. Aldose reductase inhibitors are preferably used for diabetic complications because of inhibiting aldose re- 
ductase and lowering excessive intracellular accumulation of sorbitol in accelerated polyol pathway which are in con- 
tinuous hyperglycemic condition in the tissues in diabetic complications. 

[0122] As advanced glycation endproducts formation inhibitors, pyridoxamine, OPB-9195, ALT-946, ALT-711, pim- 
40 agedine hydrochloride or the like are illustrated. Advanced glycation endproducts formation inhibitors are preferably 
used for diabetic complications because of inhibiting formation of advanced glycation endproducts which are acceler- 
ated in continuous hyperglycemic condition in diabetes and declining of cellular damage. 

[0123] As protein kinase C inhibitors, LY-333531, midostaurin or the like are illustrated. Protein kinase C inhibitors 
are preferably used for diabetic complications because of inhibiting of protein kinase C activity which is accelerated in 

45 continuous hyperglycemic condition in diabetes. 

[0124] As y-aminobutyric acid receptor antagonists, topiramate or the like are illustrated; as sodium channel antag- 
onists, mexiletine hydrochloride, oxcarbazepine or the like are illustrated; as transcrit factor NF-kB inhibitors, dex- 
lipotam or the like are illustrated; as lipid peroxidase inhibitors, tirilazad mesylate or the like are illustrated; as N- 
acetylated-a-linked-acid-dipaptidase inhibitors, GPI-5893 or the like are illustrated; and as carnitine derivatives, car- 

50 nitine.fevacecamine hydrochloride.levocamitine chloride, levocamitine, ST-261 or the like are illustrated. These drugs, 
insulin-like growth factor-l, platelet-derived growth factor, platelet derived growth factor analogues, epidermal growth 
factor, nerve growth factor, uridine, 5-hydroxy-1-methyihidantoin, EGB-761, bimoclomol, sulodexide and Y-128 are 
preferably used for diabetic complications. 

[0125] As antidiarrhoics or cathartics, polycarbophil calcium, albumin tannate, bismuth subnitrate or the like are 
55 illustrated. These drugs are preferably used for diarrhea, constipation or the like accompanying diabetes or the like. 
[0126] As hydroxymethylglutaryl coenzyme A reductase inhibitors, sodium cerivastatin, sodium pravastatin, lovas- 
tatin, simvastatin, sodium fluvastatin, atorvastatin calcium hydrate, SC-45355, SQ-33600, CP-83101, BB-476, L- 
669262. S-2468, DMP-565, U-20685, BAY-x-2678. BAY-1 0-2987, calcium pitavastatin. calcium rosuvastatin, colestolo- 
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ne, dalvastatin, atitemate, mevastatin.criivastatin, BMS-1 80431, BMY-21950, glenvastatin, carvastatin, BMY-22089, 
bervastatin or the (ike are illustrated. Hydroxymethylglutaryl coenzyme A reductase inhibitors are used preferably for 
hyperlipidemia, hypercholesterolemia, hypertriglyceridemia, lipid metabolism disorder or atherosclerosis, and more 
preferably for hyperlipidemia, hypercho!esterc!emia or atherosclerosis because of lowering b!ood cho!estero! level by 

s inhibiting hydroxymethylglutaryl coenzyme A reductase. 

[0127] As fibric acid derivatives, bezafibrate, beclobrate, binifibrate, ciprofibrate, dinofibrate. dofibrate, aluminum 
clofibrate, clofibric acid, etofibrate, fenofibrate, gemfibrozil, nicottbrate, pirifibrate, ronifibrate, simfibrate, theofibrate, 
AHL-157 or the like are illustrated. Fibric add derivatives are used preferably for hyperinsulinemia, hyperlipidemia, 
hypercholesterolemia, hypertriglyceridemia, lipid metabolism disorder or atherosderosis, and more preferably for hy- 

10 periipidemia, hypertriglyceridemia or atherosderosis because of activating hepatic lipoprotein lipase and enhandng 
fatty acid oxidation, leading to lowering of blood triglyceride level. 

[0128] As ^-adrenoceptor agonists, BRL-28410. SR-58611A, ICI-198157, ZD-2079. BMS-194449, BRL-37344, CP- 
331679, CP-114271, L-750355, BMS-187413, SR-59062A, BMS-210285, LY-377604.SWR-0342SA, AZ-40140, SB- 
226552, D-7114, BRL-35135, FR-149175, BRL-26830A, CL-316243. AJ-9677, GW-427353, N-5984. GW-2696, 
*5 YM178 or the like are illustrated. (^-Adrenoceptor agonists are used preferably for obesity, hyperinsulinemia, hyperi- 
ipidemia.hypercholesterotemia.hypertriglyceridemia or lipid metabolism disorder, and more preferably for obesity or 
hyperinsulinemia because of stimulating ^-adrenoceptor in adipose tissue and enhancing the fatty add oxidation, 
leading to induction of energy expenditure. 

[0129] As acyl-coenzyme A cholesterol acyltransferase inhibitors, NTE-122, MCC-147, PD-132301-2, DUP-129, U- 

20 73482, U-76807, RP-70676, P-06139, CP-113818, RP-73163, FR-129169, FY-038, EAB-309, KY-455, LS-3115. FR- 
145237, T-2591, J-104127, R-755, FCE-28654, YIC-C8-434, avasimibe, CI-976, RP-64477, F-1394, eldadmibe, CS- 
505, CL-283546, YM-17E, ledmibide, 447C88 , YM-750, E-5324, KW-3033, HL-004, efludmibe or the like are illus- 
trated. Acyl-coenzyme A cholesterol acyltransferase inhibitors are used preferably for hyperlipidemia, hypercholeste- 
rolemia, hypertriglyceridemia or lipid metabolism disorder, and more preferably for hyperlipidemia or hypercholester- 

25 olemia because of lowering blood cholesterol level by inhibiting acyl-coenzyme A cholesterol acyltransferase. 

[0130] As thyroid hormone receptor agonists, sodium liothyronine, sodium levothyroxine, KB-2611 or the like are 
illustrated; as cholesterol absorption inhibitors, ezetimibe, SCH-48461 or the like are illustrated; as lipase inhibitors, 
oriistat, ATL-962, AZM-1 31 , RED-1 03004 or the like are illustrated; as carnitine palmitoyltransferase inhibitors, etomoxir 
or the like are illustrated; as squalene synthase inhibitors, SDZ-268-198. BMS-188494, A-87049, RPR-101821, ZD- 

30 9720.RPR-1 07393. ER-27856, TAK-475 or the like are illustrated; as nicotinic add derivatives, nicotinic acid, nicoti- 
namide, nicomol, niceritrol, acipimox, nicorandil or the like are illustrated; as bile add sequestrants, colestyramine, 
colestilan. colesevelam hydrochloride, GT-1 02-279 or the like are illustrated; as sodium/bile add cotransporter inhib- 
itors, 264W94, S-8921, SD-5613 or the like are illustrated; and as cholesterol ester transfer protein inhibitors, PNU- 
107368E, SC-795, JTT-705, CP-529414 or the like are illustrated. These drugs, probcol, microsomal trigylceride trans- 

35 fer protein inhibitors, lipoxygenase inhibitors and low-density lipoprotein receptor enhancers are preferably used for 
hyperlipidemia, hypercholesterolemia, hypertriglyceridemia or lipid metabolism disorder. 

[0131] As appetite suppressants, monoamine reuptake inhibitors, serotonin reuptake inhibitors, serotonin releasing 
stimulants, serotonin agonists (especially 5HT 2C -agonists), noradrenaline reuptake inhibitors, noradrenaline releasing 
stimulants, -adrenoceptor agonists, (^-adrenoceptor agonists, dopamine agonists, cannabinoid receptor antago- 

40 nists, 7-aminobutyric add receptor antagonists. H 3 -histamine antagonists, L-histidine, leptin, leptin-analogues, leptin 
receptor agonists, melanocortin receptor agonists (espedally, MC3-R agonists, MC4-R agonists), a-melanocyte stim- 
ulating hormone, cocaine-and amphetamine-regulated transcript, mahogany protein, enterostatin agonists, calcitonin, 
caldtonin-gene-related peptide, bombesin, cholecystokinin agonists (espedally CCK-A agonists), corticotropin-releas- 
ing hormone, corticotrophin-releasing hormone analogues, corticotropin-releasing hormone agonists, urocortin, soma- 

<5 tostatin, somatostatin analogues, somatostatin receptor agonists, pituitary adenylate cydase-adivating peptide, brain- 
derived neurotrophic factor, dliary neurotrophic factor, thyrotropin-releasing hormone, neurotensin, sauvagine, neu- 
ropeptide Y antagonists, opioid peptide antagonists, galanin antagonists, melanin-concentrating hormone antagonists, 
agouti-related protein inhibitors and orexin receptor antagonists are illustrated. Concretely, as monoamine reuptake 
inhibitors, mazindol or the like are illustrated; as serotonin reuptake inhibitors, dexfenfluramine hydrochloride, fenflu- 

50 ramine, sibutramine hydrochloride, fluvoxamine maleate, sertraline hydrochloride or the like are illustrated; as serotonin 
agonists, inotriptan, ^-norfenfluramine or the like are illustrated; as noradrenaline reuptake inhibitors, bupropion, GW- 
320659 or the like are illustrated; as noradrenaline releasing stimulants, rolipram, YM-992 or the like are illustrated; 
as (^-adrenoceptor agonists, amphetamine, dextroamphetamine, phentermine, benzphetamine, methamphetamine, 
phendimetrazine, phenmetrazine, diethylpropion, phenylpropanolamine, dobenzorex or the like are illustrated; as 

55 dopamine agonists, ER-230, doprexin, bromocriptine mesylate or the like are illustrated; as cannabinoid receptor an- 
tagonists, rimonabant or the like are illustrated; as y-aminobutyric add receptor antagonists, topiramate or the like are 
illustrated; as H 3 -histamine antagonists, GT-2394 or the like are illustrated; as leptin, leptin analogues or leptin receptor 
agonists, LY-355101 or the like are illustrated; as cholecystokinin agonists (espedally CCK-A agonists). SR-146131. 
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SSR-125180, BP-3.200, A-71623. FPL-15849, GI-248573, GW-7178, GI-181771, GW-7854, A-71378 or the tike are 
Illustrated; and as neuropeptide Y antagonists, SR-120819-A, PD-160170. NGD-95-1, BIBP-3226, 1229-U-91. CGP- 
71683, BIBO-3304, CP-671906-01, J-115814 or the like are illustrated. Appetite suppressants are used preferably for 
diabetes, impaired glucose tolerance, diabetic complications, obesity, hyperiipidemia, hypercholesterolemia, hyper- 
triglyceridemia, lipid metabolism disorder, atherosclerosis, hypertension, congestive heart failure, edema, hyperuri- 
cemia or gout, and more preferably for obesity because of stimulating or inhibiting the activities of intracerebral 
monoamines or bioactive peptides in centra! appetite regulatory system and suppressing the appetite, leading to re- 
duction of energy intake. 

[0132] As angtotensin-converting enzyme inhibitors, captopril, enalaprimaleate, aiaceprii, delapril hydrochloride, 
ramipril, (isinopril, imidaprilhydrochloride, benazeprilhydrochloride, ceronapril monohydrate, cilazapril, sodium fosino- 
pril, perindopril erbumine, calcium moveltipril, quinapril hydrochloride, spirapril hydrochloride, temocapril hydrochloride, 
trandolapril, calcium zofenopril, moexipril hydrochloride, rentiapril or the like are illustrated. Angtotensin-converting 
enzyme inhibitors are preferably used for diabetic complications or hypertension. 

[0133] As neutral endopeptidase inhibitors, omapatrilat, MDL-1 00240, fasidotril, sampatrilat, GW-660511X, mixan- 
pril, SA-7060, E-4030, SLV-306, ecadotril or the like are illustrated. Neutral endopeptidase inhibitors are preferably 
used for diabetic complications or hypertension. 

[0134] As angiotensin II receptor antagonists, candesartan cilexetil, candesartan cilexetil/hydrochloro thiazide, po- 
tassium losartan, eprosartan mesylate, valsartan, telmisartan, irbesartan, EXP-3174, L-1 58809, EXP-3312, olme- 
sartan, tasosartan, KT-3-671, GA-0113, RU-64276, EMD-90423, BR-9701 or the like are illustrated. Angiotensin II 
receptor antagonists are preferably used for diabetic complications or hypertension. 

[0135] As endothelin-converting enzyme inhibitors, CGS-31447, CGS-35066. SM-19712 or the like are illustrated; 
as endothelin receptor antagonists, L-749805, TBC-3214, BMS-182874, BQ-610, TA-0201, SB-215355, PD-180988, 
sodium sitaxsentan, BMS-193884, darusentan, TBC-3711, bosentan, sodium tezosentan, J-104132, YM-598, S-0139, 
SB-234551, RPR-118031A. ATZ-1993, RO61-1790, ABT-546. enlasentan, BMS-207940 or the like are illustrated. 
These drugs are-preferably used for diabetic complications or hypertension, and more preferably for hypertension. 
[0136] As diuretic agents, chlorthalidone, metolazone, cyclopenthiazide, trichloromethiazide, hydrochlorothiazide, 
hydroflumethiazide, benzylhydrochlorothiazide, penflutizide, methyclothiazide, indapamide, tripamide, mefruside, 
azosemide, etacrynic acid, torasemide, piretanide, furosemide, bumetanide, meticrane, potassium canrenoate, 
spironolactone, triamterene, aminophylline, cicletanine hydrochloride, LLU-a, PNU-80873A, isosorbide, D-mannitol, 
D-sorbitol, fructose, glycerin, acetazolamide, methazolamide, FR-1 79544, OPC-31260, lixivaptan, conivaptan hydro- 
chloride or the like are illustrated. Diuretic drugs are preferably used for diabetic complications, hypertension, conges- 
tive heart failure or edema, and more preferably for hypertension, congestive heart failure or edema because of reducing 
blood pressure or improving edema by increasing urinary excretion. 

[0137] As calcium antagonists, aranidipine, efonidipine hydrochloride, nicardipine hydrochloride, barnidipine hydro- 
chloride, benidipine hydrochloride, manidipine hydrochloride, cilnidipine, nisoldipine, nitrendipine, nifedipine, nitvad- 
ipine, felodipine, amlodipine besilate, pranidipine. lercanidipine hydrochloride, isradipine, elgodipine, azelnidipine, la- 
cidipine, vatanidipine hydrochloride, lemildipine, diltiazem hydrochloride, clentiazem maleate, verapamil hydrochloride, 
S-verapamil, fasudil hydrochloride, bepridil hydrochloride, gallopamil hydrochloride or the like are illustrated; as va- 
sodilating antihypertensive agents, indapamide, todralazine hydrochloride, hydralazine hydrochloride, cadralazine, 
budralazine or the like are illustrated; as sympathetic blocking agents, amosulalol hydrochloride, terazosin hydrochlo- 
ride, bunazosin hydrochloride, prazosin hydrochloride, doxazosin mesylate, propranolol hydrochloride, atenolol, me- 
toprotol tartrate, carvedilol, nipradilol, celiprolol hydrochloride, nebivolol, betaxolol hydrochloride, pindolol, tertatolol 
hydrochloride, bevantolol hydrochloride, timolol maleate, carteolol hydrochloride, bisoprolol hemifumarate, bopindolol 
malonate, nipradilol, penbutolol sulfate, acebutolol hydrochloride, tilisotol hydrochloride, nadolol, urapidii, indoramin 
or the (ike are illustrated; as centrally acting antihypertensive agents, reserpine or the like are illustrated; and as a^- 
adrenoceptor agonists, clonidine hydrochloride, methyldopa, CHF-1035, guanabenz acetate, guanfacine hydrochlo- 
ride, moxonidine, lofexidine, talipexole hydrochloride or the like are illustrated. These drugs are preferably used for 
hypertension. 

[0138] As antiplatelets agents, ticiopidine hydrochloride, dipyridamole, cilostazol, ethyl icosapentate, sarpqgreiate 
hydrochloride, dilazep dihydrochloride, trapidil, beraprost sodium, aspirin or the like are illustrated. Antiplatelets agents 
are preferably used for atherosclerosis or congestive heart failure. 

[0139] As uric acid synthesis inhibitors, allopurinol, oxypurinol or the like are illustrated; as uricosuric agents, benz- 
bromarone, probenecid or the like are illustrated; and as urinary alkalinizers, sodium hydrogen carbonate, potassium 
citrate, sodium citrate or the like are illustrated. These drugs are preferably used for hyperuricemia or gout. 
[0140] In case of uses in combination with drugs, for example, in the use for diabetes, the combination with at least 
one member of the group consisting of an insulin sensitivity enhancer, a glucose absorption inhibitor, a biguanide, an 
insulin secretion enhancer, a SGLT2 inhibitors, an insulin or insulin analogue, a glucagon receptor antagonist, an insulin 
receptor kinase stimulant, a tripeptidyl peptidase II inhibitor, a dipeptidyl peptidase IV inhibitor, a protein tyrosine phos- 
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phatase-1B inhibitor, a glycogen phosphorytase inhibitor, a gIucose-6-phosphatase inhibitor, a fructose-bisphos- 
phatase Inhibitor, a pyruvate dehydrogenase inhibitor, a hepatic gluconeogenesis inhibitor, D-chiroinsitol, a glycogen 
synthase kinase-3 inhibitor, g!ucagon-iike peptide-1, a glucagon-like peptide- 1 analogue, a gIucagon-!ike peptide- 1 
agonist, amyfin, an amylin analogue, an amylin agonist and an appetite suppressant is preferable; the combination 
with at (east one member of the group consisting of an insulin sensitivity enhancer, abiguanide, an insulin secretion 
enhancer, a SGLT2 inhibitors, an insulin or insulin analogue, a glucagon receptor antagonist an insulin receptor kinase 
stimulant a tripeptidyl peptidase II inhibitor, a dipeptidyl peptidase IV inhibitor, a protein tyrosine phosphatase-1B 
inhibitor, a glycogen phosphorylase inhibitor, a gIucose-6-phosphatase inhibitor, a fructose-bisphosphatase inhibitor, 
a pyruvate dehydrogenase inhibitor, a hepatic gluconeogenesis inhibitor, D-chiroinsitol, a glycogen synthase kinase- 
3 inhibitor, glucagon-like peptide-1 . a glucagon-like peptide-1 analogue, a g!ucagon-like peptide-1 agonist amylin, an 
amylin analogue and an amylin agonist is more preferable; and the combination with at least one member of the group 
consisting of an insulin sensitivity enhancer, a biguanide, an insulin secretion enhancer, a SGLT2 inhibitor and an 
insulin or insulin analogue is most preferable. Similarly, in the use for diabetic complications, the combination with at 
least one member of the group consisting of an insulin sensitivity enhancer, a glucose absorption inhibitor, abiguanide, 
an insulin secretion enhancer, a SGLT2 inhibitor, an insulin or insulin analogue, a glucagon receptor antagonist an 
insulin receptor kinase stimulant, a tripeptidyl peptidase II inhibitor, a dipeptidyl peptidase IV inhibitor, a protein tyrosine 
phosphatase-1 B inhibitor, a glycogen phosphorylase inhibitor, a glucose-6-phosphatase inhibitor, a fructose-bisphos- 
phatase inhibitor, a pyruvate dehydrogenase inhibitor, a hepatic gluconeogenesis inhibitor, D-chiroinsitol, glycogen 
synthase kinase-3 inhibitors, glucagon-like peptide-1 , a glucagon-like peptide-1 analogue, a glucagon-like peptide-1 
agonist amylin, an amylin analogue, an amylin agonist, an aldose reductase inhibitor, an advanced glycation endprod- 
ucts formation inhibitor, a protein kinase C inhibitor, a -y-aminobutyric acid antagonist, a sodium channel antagonist, a 
transcript factor NF-kB inhibitor, a lipid peroxidase inhibitor, an N-acetylated-a-linked-acid-dipeptidase inhibitor, insulin- 
like growth factor-l, platelet-derived growth factor, a platelet derived growth factor analogue, epidermal growth factor, 
nerve growth factor, a carnitine derivative, uridine, 5-hydroxy-1-methylhidantoin, EGB-761, bimoclomol, sulodexide, 
Y-128, an angiotensin-converting enzyme inhibitor, a neutral endopeptidase inhibitor, an angiotensin II receptor antag- 
onist an endothelin-converting enzyme inhibitor, an endothelin receptor antagonist and a diuretic agent is preferable; 
and the combination with at least one member of the group consisting of an aldose reductase inhibitor, an angiotensin- 
converting enzyme inhibitor, a neutral endopeptidase inhibitor and an angiotensin II receptor antagonist is more pref- 
erable. Furthermore, in the use for obesity, the combination with at least one member of the group consisting of an 
insulin sensitivity enhancer, aglucoseabsorptioninhibitor, abiguanide, aninsulin secretion enhancer, a SGLT2 inhibitor, 
an insulin or insulin analogue, a glucagon receptor antagonist an insulin receptor kinase stimulant, a tripeptidyl pepti- 
dase II inhibitor, a dipeptidyl peptidase IV inhibitor, a protein tyrosine phosphatase-1 B inhibitor, a glycogen phospho- 
rylase inhibitor, a glucose-6-phosphatase inhibitor, a fructose-bisphosphatase inhibitor, a pyruvate dehydrogenase 
inhibitor, a hepatic gluconeogenesis inhibitor, D-chiroinsitol, a glycogen synthase kinase-3 inhibitor, glucagon-like pep- 
tide-1, a glucagon-like peptide-1 analogue, a glucagon-like peptide-1 agonist amylin, an amylin analogue, an amylin 
agonist a f3 3 -adrenoceptor agonist and an appetite suppressantis preferable; and the combination with at least one 
member of the group consisting of a SGLT2 inhibitor, a (^-adrenoceptor agonist and an appetite suppressant is more 
preferable. 

[0141] When the pharmaceutical compositions of the present invention are employed in the practical treatment, 
various dosage forms are used depending on their uses. As examples of the dosage forms, powders, granules, tine 
granules, dry syrups, tablets, capsules, injections, solutions, ointments, suppositories, poultices and the like are illus- 
trated, which are orally or parenterally administered. The pharmaceutical compositions of the present invention also 
include sustained release formulation including gastrointestinal mucoadhesive formulation (e.g., International publica- 
tions Nos. WO99/10010, WO99/26606, and Japanese patent publication No. 2001-2567). 

[0142] These pharmaceutical compositions can be prepared by admixing with or by diluting and dissolving with an 
appropriate pharmaceutical additive such as excipients, disintegrators, binders, lubricants, diluents, buffers, isotonic- 
ities, antiseptics, moistening agents, emulsifiers, dispersing agents, stabilizing agents, dissolving aids and the like, 
and formulating the mixture in accordance with conventional methods. In case of the uses of the compound of the 
present invention in combination with the drug (s), they can be prepared by formulating each active ingredient together 
or individually. 

[0143] When the pharmaceutical compositions of the present invention are employed in the practical treatment, the 
dosage of a compound represented by the above general formula (I), a pharmaceutically acceptable salt thereof or a 
prodrug thereof as the active ingredient is appropriately decided depending on the age, sex, body weight and degree 
of symptoms and treatment of each patient which is approximately within the range of from 0.1 to 1,000mg per day 
per adult human in the case of oral administration and approximately within the range of from 0.01 to 300mg per day 
per adult human in the case of parenteral administration, and the daily dose can be divided into one to several doses 
per day and administered suitably. Also, in case of the uses of the compound of the present invention in combination 
with the drug(s), the dosage of the compound of the present invention can be decreased, depending on the dosage 
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of the drug(s). 
Examples 

[0144] The present invention is further illustrated inmore detail by way of the following Reference Examples, Exam- 
ples and Test Examples. However, the present invention is not limited thereto. 

Reference Example 1 

2 , -Benzytoxy-6 , -hydroxyacetophenone 

[0145] To a mixture of 2',6'-<iihydroxyacetophenone (4 g) and potassium carbonate (3.82 g) in acetone (40 ml_) was 
added benzyl bromide (3.13 mL), and the mixture was stirred at room temperature overnight . The reaction mixture 
was poured into water, and the precipitated crystals were collected by filtration. The crystals were washed with water 
and n-hexane, and dried under reduced pressure to give the title compound (3.67 g). 
1 H-NMR(CDCl3)5ppm: 

2.62 (3H, s), 5.13 (2H, s), 6.45-6.5 (1H, m), 6.55-6.65 (1H, m), 7.3-7.5 (6H, m), 13.22 (1H, s) 

Reference Example 2 

2'-Benzyloxy-6'-hydroxy-4-methylchalcone 

[01 46] To a suspension of 2'-benzyloxy-6'-hydroxyacetophenone (0.5 g) in ethanol (1 0 mL) - water (3 mL) was added 
potassium hydroxide (1 .39 g), and the mixture was stirred at room temperature for 10 minutes. To the reaction mixture 
was added p-tolualdehyde (0.37 mL), and the mixture was stirred at room temperature for 45 minutes. The reaction 
mixture was acidified by addition of 2 moI/L hydrochloric acid (12.5 mL), and the precipitated crystals were collected 
by filtration. The crystals were washed with water and dried under reduced pressure to give the title compound (0.69 g). 
1 H-NMR(CDCl3)6ppm: 

2.35 (3H, s), 5.13 (2H, s), 6.5-6.6 (1H, m), 6.6-6.7 (1H, m), 7.0-7.1 (4H, m), 7.25-7.55 (6H. m), 7.75 (1H, d, J=15.7Hz), 
7.86 (1H, d, J=15.7Hz), 13.53 (1H, s) 

Reference Example 3 

2'-Benzyloxy-6'-hydroxychalcone 

[0147] The title compound was prepared in a similar manner to that described in Reference Example 2 using ben- 
zaldehyde instead of p-tolualdehyde. 
1 H-NMR (CDCI3) 5 ppm: 

5.13 (2H, s), 6.55 (1H, d, J=8.1Hz), 6.66 (1H, d. J=8.2Hz), 7.1-7.15 (2H, m), 7.15-7.45 (7H, m), 7.45-7.55 (2H, m), 
7.75 (1H, d, J=15.8Hz), 7.88 (1H. d. J=15.8Hz), 13.48 (1H, s) 

Reference Example 4 

2*-Benzyloxy-6'-hydroxy-2-methylchalcone 

[0148] The title compound was prepared in a similar manner to that described in Reference Example 2 using o- 

tolualdehyde instead of p-tolualdehyde. 

1 H-NMR(CDCl3)6ppm: 

2 . 42 (3H, s), 5 . 13 (2H, s), 6 . 55 (1H, dd, J=8.2Hz,0.8Hz), 6.66 (1H, dd, J=8.4Hz, 0.8Hz), 6.85-7.0 (2H, m), 7-1-7.25, 
(2H, m), 7.3-7.45 (4H,m), 7.45-7.5 (2H, m), 7. 8 (1H, d, J=15.4Hz), 8.06 (1H, d, J=15.4Hz), 13.4 (1H, s) 

Reference Example 5 

2 , -Benzyloxy-6'-hydroxy-3-methylchalcone 

[0149] The title compound was prepared in a similar manner to that described in Reference Example 2 using m- 
tolualdehyde instead of p-tolualdehyde. 
1 H-NMR (CDCI3) 6 ppm: 
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2.27 (3H, s), 5.15 (2H, s). 6.55 (1H, d, J=8.2Hz, 1.0Hz), 6.65 (1H, d, J=8.4Hz, 1.0Hz), 6.9-7.0 (1H, m), 7.05-7.2 (3H, 
m), 7.3-7.45 (4H, m), 7.45-7.5 (2H, m), 7.74 (1H, d. J=15.3Hz), 7.87 (1H, d, J=15.3Hz), 13.4 (1H. s) 

Reference Example 6 

5 

6'-Hydroxy-2'-methoxycartonyImethoxy-4-methyldihydrochaIcone 

[01 50] To a solution of 2M>enzyloxy-6'-hydroxy-4-memy!chalcone (0.69 g) in acetone (10 mL) - N,AWimethyffbrma- 
mide (10 mL) were added potassium carbonate (0.41 g) and methyl bromoacetate (0.21 mL), and the mixture was 

10 stirred at room temperature overnight. The reaction mixture was poured into water, and the resulting mixture was 
extracted with diethyl ether. The extract was washed with water and dried over anhydrous magnesium sulfate, and the 
solvent was removed under reduced pressure. The residue was dissolved in methanol (10 mL). To the solution was 
added 10% palladium-carbon powder (0.29 g), and the mixture was stirred at room temperature under a hydrogen 
atmosphere for 5 hours. Dichloromethane was added to the mixture, and the insoluble material was removed by filtra- 

15 tion. The filtrate was concentrated under reduced pressure to give the title compound (0.58 g). 
1 H-NMR (CDCySppm: 

2.32 (3H, s), 2.95-3.05 (2H, m), 3.5-3.6 (2H, m), 3.69 (3H, s). 4.68 (2H, s). 6.22 (1 H, d, J=8.4Hz), 6.63 (1 H, d. J=8.4Hz), 
7.1 (2H, d, J=8.2Hz), 7.15 (2H, d, J=8.2Hz), 7.31 (1H, t, J=8.4Hz), 13.18 (1H, s) 

20 Reference Example 7 

e'-Hydroxy^XmethoxycarbonylmethoxyJdihydrochalcone 

[0151] The title compound was prepared in a similar manner to that described in Reference Example 6 using 2- 
25 benzyloxy-6'-hydroxychalcone instead of 2 , -benzyloxy-6'-hydroxy-4-methylchalcone. 
1 H-NMR (CDCySppm: 

3.0-3.1 (2H, m), 3.5-3.6 (2H, m), 3.67 (3H, s), 4.68 (2H, s), 6.2-6.25 (1H, m), 6.64 (1H. dd, J=8.2Hz, 1.0Hz), 7.15-7.35 
(6H, m), 13.18 (1H, s) 

30 Reference Example 8 

e'-Hydroxy^'-methoxycarbonylmethoxy^-methyldlhydrochalcone 

[0152] The title compound was prepared in a similar manner to that described in Reference Example 6 using 2'- 
35 benzyloxy-6'-hydroxy-2-methylchalcone instead of 2'-benzyloxy-6 , -hydroxy-4-methylchalcone. 
1 H-NMR (CDCySppm: 

2.35 (3H t s). 3.0-3.05 (2H, m), 3.45-3.55 (2H, m). 3.63 (3H, s), 4.67 (2H, s), 6.23 (1 H, d, J=8.4Hz), 6.64 (1 H, d, J=8.4Hz), 
7.05-7.25 (4H. m), 7.32 (1H, t, J=8.4Hz), 13.21 (1H, s) 

40 Reference Example 9 

e'-Hydroxy^'-methoxycarbonylmethoxy-S-methyldihydrochalcone 

[0153] The title compound was prepared in a similar manner to that described in Reference Example 6 using 2'- 
45 benzyloxy-6' - hydroxy-3-methylchalcone instead of 2 , -benzyloxy-6*-hydroxy-4-methylchalcone. 
1 H-NMR (CDCI3) 8ppm: 

2.33 (3H, s), 2.95-3.05 (2H. m). 3.5-3.6 (2H, m), 3.68 (3H, s), 4.68 (2H, s), 6.23 (1H, d, J=8.4Hz), 6.64 (1H, d, J=8.4Hz), 
6.95-7.1 (3H, m), 7.18 (1H, t, J=7.7Hz), 7.31 (1H, t, J=8.4Hz), 13.19 (1H, s) 

so Reference Example 10 

4-Hydroxy-3-[2-(4-methylphenyl)ethyl]benzofuran 

[0154] To a solution of e-hydroxy^'-methoxycarbonylmethoxy^-methyldihydrochalcone (0.58 g) in methanol (10 
55 mL) was added sodium methoxide (28% methanol solution, 0.68 mL), and the mixture was heated for reflux overnight. 
The reaction mixture was cooled to room temperature and poured into 1 mo!/L hydrochloric acid. The resulting mixture 
was extracted with ethyl acetate, and the extract was washed with water and dried over anhydrous magnesium sulfate. 
The solvent was removed under reduced pressure, and the residue was purified by column chromatography on silica 
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gel (eluent: n-hexane/ethyl acetate = 5/1) to give the title compound (0.13 g). 
1 H-NMR(CDCl3)8ppm: 

2.32 (3H, s), 2.95-3.1 (4H, m),4.98 (1H, s), 6.54 (1H, dd, J=7.5Hz. 0.8Hz) t 7.0-7.15 (6H. m). 7.22 (1H. s) 
Reference Example 11 

4-Hydroxy-3-(2-phenylethyl)benzofuran 

[0155] The title compound was prepared in a similar manner to that described in Reference Example 10 using 6- 
hydroxy^'-CmethoxycarbonylmethoxyJdihydrochalcone instead of 6 , -hydroxy-2 f -methoxycarbonylmethoxy-4-methyld- 
ihydrochalcone. 
1 H-NMR (CDCyeppm: 

3.0-3.15 (4H, m), 5.09 (1H. s), 6.54 (1H. dd, J=7.6Hz, 1.1Hz), 7.0-7.15 (2H, m), 7.15-7.35 (6H. m) 
Reference Example 12 

4-Hydroxy-3-[2-(2-methylphenyl)ethyl]benzofuran 

[0156] The title compound was prepared in a similar manner to that described in Reference Example 10 using 6- 
hydroxy^'-methoxycarbonylmethoxy^-methyldihydrochalcone instead of 6'-hydroxy-2'-methoxycarbonylmethoxy- 
4-methyldihydrochalcone. 
1 H-NMR (CDCyappm: 

2.34 (3H, s), 3.0-3.1 (4H. m), 5.0 (1H, s), 6.55 (1H, dd, J=7.4Hz, 0.9Hz), 7.0-7.25 (6H, m), 7.27 (1H, s) 
Reference Example 13 

4-Hydroxy-3-[2-(3-methylphenyl)ethyl]benzofuran 

[0157] The title compound was prepared in a simitar manner to that described in Reference Example 10 using 6'- 
hydroxy-2 , -methoxycarbonylmethoxy-3-methyldihydrochalcone instead of 6 , -hydroxy-2 , -methoxycarbonylmethoxy- 
4-methyldihydrochalcone. 
1 H-NMR (CDCI3) 8 ppm: 

2.33 (3H, s), 2.95-3.05 (2H, m), 3.05-3.15 (2H, m), 5.01 (1H, s), 6.54 (1H, dd. J=7.4Hz , 0.9Hz), 6.95-7.15 (5H, m), 
7.18 (1H, t, J=7.4Hz), 7.24 (1H, s) 

Example 1 

4-(P-D-Glucopyranosyloxy)-3-[2-(4-methylphenyl)ethyl]benzofuran 

[0158] To a solution of 4-hydroxy-3-[2-(4-methylphenyl)ethy!3benzofuran (0.13 g) and 2,3,4,6-tetra-O-acetyl-l-O- 
trichloroacetoimidoyl-a-D-glucopyranose (0.27 g) in dichloromethane (5 ml_) was added boron trifluoride-diethyl ether 
complex (0.069 mL), and the mixture was stirred at room temperature for 30 minutes. The reaction mixture was purified 
by column chromatography on silica gel (eluent: n-hexane/ethyl acetate = 3/1 - 3/2) to give 4-(2,3,4,6-tetra-0-acetyl- 
p-D-glucopyranosyloxy)-3-[2-(4-methylphenyl)ethyl]benzofuran (0.25 g). This material was dissolved in methanol (4 
mL). To the solution was added sodium methoxide (28% methanol solution, 0.082 mL), and the mixture was stirred at 
room temperature for 1 hour. The reaction mixture was concentrated under reduced pressure, and the residue was 
purified by column chromatography on silica gel (eluent: dichloromethane/methanol = 10/1) to give the title compound 
(0.14 g). 

1 H-NMR (CD3OD) 6 ppm: 

2.28 (3H, s), 2.85-3.1 (3H, m), 3. 1-3. 25 (1H, m), 3.35-3.45 (1H, m) ; 3.45-3.65 (3H. m), 3.71 (1H, dd, J=12. 0Hz, 
5.6Hz), 3.9 (1H, dd. J=12.0Hz, 2.1Hz), 5.18 (1H, d, J=7.8Hz), 6.95 (1H, d, J=8.2Hz), 7.0-7.15 (5H, m), 7.18 (1H, t, 
J=8.2Hz), 7.25 (1H, s) 

Example 2 

4-(p-D-G!ucopyranosyloxy)-3-(2-phenylethyl)benzofuran 

[0159] The titie compound was prepared in a similar manner to that described in Example 1 using 4-hydroxy-3- 
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(2-phersylethyl)berizofuran instead of 4-hydroxy-3-[2-(4-methylph6nyi)ethyI]b8nzofuran. 
1 H-NMR (CD 3 OD)8ppm: 

2.9-3.15 (3H, m). 3.15-3.25 (1H, m), 3.35-3.55 (3H, m), 3.55-3.65 (1H, m), 3.71 (1H. dd, J=12.0Hz , 5.4Hz), 3.9 (1H, 
dd, J= 12.0Hz, 2.4Hz), 5. 19 (1H, d, J=8 . 1Hz), 6 . 98 (1H, d, J=8.1Hz), 7.05-7.3 (8H, m) 

Example 3 

4-(p-D-Glucopyranosy!oxy)-3-{2-(2-methy!phenyl)ethyl]benzofuran 

[0160] The title compound was prepared in a similar manner to that described in Example 1 using 4-hydroxy- 

3- [2-(2-methylphenyi)ethyl]benzofuran instead of 4-hydroxy-3-[2-(4-methyiphenyI)ethyllbenzo1uran. 
1 H-NMR (CD 3 OD)5ppm: 

2.27 (3H, s), 2.9-3.25 (4H, m), 3.35-3.45 (1H, m), 3.45-3.6 (3H, m), 3.71 (1H. dd, J=12.2Hz, 5.9Hz), 3.91 (1H, dd, 
J=12.2Hz, 2.2Hz), 5.18 (1H, d, J=7.9Hz), 6.97 (1H, d, J=8.2Hz), 7.0-7.15 (5H, m), 7.19 (1H, t, J=8.2Hz), 7.24 (1H, s) 

Example 4 

4- (p-D-G[ucopyranosy1oxy)-3-{2-(3-methylphenyl)ethy1]benzofiJran 

[0161] The title compound was prepared in a similar manner to that described in Example 1 using 4-hydroxy- 

3- [2-(3-methylphenyi)ethyi]benzofuran instead of 4-hydroxy-3-{2-(4-methylphenyl)ethyi]benzofuran. 
1 H-NMR (CD 3 OD)5ppm: 

2.29 (3H, s), 2.85-3.1 (3H, m), 3.1-3.25 (1H, m), 3.35-3.55 (3H, m), 3.55-3.65 (1H, m). 3.71 (1H, dd, J=12.0Hz, 5.6Hz), 
3.9 (1H, dd, J=12.0Hz, 2.3Hz), 5.19 (1H, d. J=7.8Hz), 6.9-7.15 (6H. m), 7.18 (1H, t, J=8.2Hz), 7.26 (1H, s) 

Example 5 

4- (P-D-Galactopyranosyloxy)-3-(2-phenylethyl)benzofuran 

[0162] To a solution of 4-hydroxy-3-(2-phenyIethyl)benzofuran (0.11 g) and 1,2,3,4,6-penta-O-acetyl-p-D-galacto- 
pyranose (0.37 g) in dichloromethane (5 mL) was added boron trifluoride-diethyl ether complex (0.12 mL), and the 
mixture was stirred at room temperature overnight. The reaction mixture was purified by column chromatography on 
silica gel (eluent: n-hexane/ethyl acetate = 3/1 - 3/2) to give 4-(2,3,4,6-tetra-0-acetyl-p-D-galactopyranosyIoxy)- 
3-(2-phenylethyI)benzofuran (0.13 g). This material was dissolved in methanol (5 mL). To the solution was added 
sodium methoxide (28% methanol solution, 0.043 mL), and the mixture was stirred at room temperature for 30 minutes. 
The reaction mixture was concentrated under reduced pressure, and the residue was purified by column chromatog- 
raphy on silica gel (eluent: dichloromethane/methanol = 10/1) to give the title compound (24 mg). 
1 H -NMR (CD 3 OD)6ppm: 

2.95-3.25 (4H, m), 3.62 (1H, dd, J=9. 8Hz, 3.2Hz), 3.7-3.85 (3H, m). 3.9-4.0 (2H, m), 5.13 (1H, d, J=7.9Hz), 6.98 (1H, 
d. J=8.4Hz), 7.05-7.3 (8H, m) 

Reference Example 14 

4 , ,6 , -Dihydroxy-2-(methoxycarbonylmethoxy)dihydrochaicone 

[01 63] To a mixture of 2\4\6 , -trihydroxyacetophenone monohydrate (5 g) and potassium carbonate (7.42 g) in N,N- 
dimethylformamide (100 mL) was added benzyl bromide (6.39 mL) under ice-cooling, and the mixture was stirred at 
room temperature overnight. The reaction mixture was poured into water, and the resulting mixture was extracted with 
diethyl ether. The extract was washed with water and dried over anhydrous magnesium sulfate. The solvent was re- 
moved under reduced pressure, and the residue was purified by column chromatography on silica gel (eluent: n-hexane/ 
ethyl acetate = 10/1 - 5/1) to give ^'-dibenzyloxy-e-hydroxyacetophenone (5.71 g). This material was suspended in 
ethanol (45 mL) - water (15 mL). To the suspension was added potassium hydroxide (11.0 g), and the mixture was 
stirred at room temperature for 1 0 minutes. Benzaldehyde (2.51 mL) was added to the mixture, and the resulting mixture 
was stirred at room temperature for 15 hours. The reaction mixture was acidified by addition of concentrated hydro- 
chloric acid, and the precipitated crystals were collected by filtration. The crystals were washed with water and dried 
under reduced pressure to give 2\4'-dibertzyloxy-6-hydroxychalcone (4.85 g). This material was dissolved in N t N- 
dimethylformamide (40 mL) - acetone (12 mL). To the solution were added potassium carbonate (2.3 g) and methyl 
bromoacetate (1 .1 mL). and the mixture was stirred at room temperature for 8 hours. The reaction mixture was poured 
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into water, and the resulting mixture was extracted with diethyl ether. The extract was washed with water and dried 
over anhydrous magnesium sulfate. The solvent was removed under reduced pressure, and the residue was dissolved 
in methanol (30 mL). To the solution was added 10% palladium-carbon powder (0.5 g), and the mixture was stirred at 
room temperature under a hydrogen atmosphere overnight. The insoluble material was removed by filtration, and the 
5 filtrate was concentrated under reduced pressure. The residue was purified by column chromatography on silica gel 
(eluent: n-hexane/ethyl acetate = 3/1 - 2/1) to give the title compound (2.26 g). 
1 H-NMR(CDCl3)6ppm: 

3. 0-3 . 05 (2H, m), 3. 45-3 . 5 (2H, m), 3. 66 (3H, s), 4 . 63 (2H, s), 5.58 (1H, brs), 5.75 (1H, d, J=2.3Hz), 6.03 (1H, d, 
J=2.3Hz), 7.15-7.35 (5H, m), 13.89 (1H, s) 

10 

Reference Example 15 

4 , -BenzyIoxy-6 , -hydroxy-2-(methoxycarbonylmethoxy)dihydrochalcone 

15 [0164] To a solution of ^.e'-dihydroxy^XmethoxycarbonylmethoxyJdihydrochalcone (0.6 g) in A/,A/-dimethylforma- 
mide (10 mL) were added potassium carbonate (0.26 g) and benzyl bromide (0.22 mL), and the mixture was stirred at 
room temperature for 3 days. The reaction mixture was poured into water, and the precipitated crystals were collected 
by filtration and dried under reduced pressure to give the title compound (0.53 g). 1 H-NMR (CDCI 3 ) 8 ppm: 
3.0-3.05 (2H, m), 3.45-3.55 (2H, m), 3.65 (3H, s), 4.61 (2H, s). 5.05 (2H. s), 5.84 (1H, d, J=2.4Hz), 6.2 (1H. d, J=2.4Hz), 

20 7.15-7.45 (10H, m), 13.98 (1H. s) 

Example 6 

4-(2,3 1 4,6-Tetra-0-acetyl-p-D-glucopyranosyloxy)-6-hydroxy-3-(2-phenylethyl)benzofuran 

25 

[0165] To a solution of ^-benzyloxy-e-hydroxy^'-tmethoxycarbonylmethoxyjdihydrochalcone (0.53 g) in methanol 
(10 mL) was added sodium methoxide (28% methanol solution, 0.72 mL), and the mixture was heated for reflux over- 
night. The reaction mixture was cooled to room temperature and acidified by addition of 1 mol/L hydrochloric acid. The 
resulting mixture was extracted with ethyl acetate. The extract was washed with water and dried over anhydrous mag- 

30 nesium sulfate. The solvent was removed under reduced pressure, and the residue was purified by column chroma- 
tography on silica gel (eluent: n-hexane/ethyl acetate = 5/1 - 3/1) to give 6-benzyloxy-4-hydroxy-3-(2-phenylethyl) 
benzofuran (98 mg). This material was dissolved in dichloromethane (5 mL). To the solution were added 2,3,4,6-tetra- 
O-acetyl-1-O-trichloroacetoimidoyl-a-D-glucopyranose (0.42 g) and boron trifluoride-diethyl ether complex (0.11 mL) 
successively, and the mixture was stirred at room temperature for 30 minutes. The reaction mixture was purified by 

35 column chromatography on silica gel (eluent: n-hexane/ethyl acetate = 2/1 - 3/2) to give 4-(2,3,4,6-tetra-0-acetyl-P-D- 
glucopyranosyloxy)-6-benzyloxy-3-(2-phenylethyi)benzofuran (0.19 g). This material was dissolved in tetrahydrofuran 
(5 mL). To the solution was added 10% palladium-carbon powder (21 mg), and the mixture was stirred at room tem- 
perature under a hydrogen atmosphere for 1 .5 hours. The insoluble material was removed by filtration, and the filtrate 
was concentrated under reduced pressure. The residue was purified by column chromatography on silica gel (eluent: 

40 n-hexane/ethyl acetate = 2/1 - 3/2 - 1/1) to give the title compound (70 mg). 
1 H-NMR(CDCl3)6ppm: 

1 .93 (3H, s), 2.02 (3H, s), 2.061 (3H, s), 2.062 (3H. s). 2.8-3.05 (4H, m), 3.9-4.0 (1 H, m), 4.2 (1 H, dd, J=1 2.2Hz, 2.4Hz), 
4.29 (1H, dd, J=1 2.2Hz, 5.5Hz), 5.02 (1H, s), 5.15-5.25 (1H, m), 5.25-5.4 (3H, m). 6.44 (1H, d, J=1.9Hz), 6.63 (1H, d, 
J=1.9Hz), 7.0 (1H, s), 7.1-7.3 (5H, m) 

45 

Example 7 

4-(p-D-Glucopyranosyloxy)-6-hydroxy-3-(2-phenylethyl)benzofuran 

so [01 66] To a solution of 4-(2 1 3,4,6-tetra-O-acetyl-p-D-gIucopyranosyloxy)-6-hydroxy-3-(2-phenyletnyl)benz0furan (45 
mg) in methanol (3 mL) was added sodiummethoxide (28% methanol solution, 0.015 mL), and the mixture was stirred 
at room temperature for 1 hour. The reaction mixture was concentrated under deduced pressure, and the residue was 
purified by column chromatography on silica gel (eluent: dichloromethane/methanol = 10/1 - 5/1) to give the title com- 
pound (28 mg). 

55 iH-NMR(CD 3 OD)8ppm: 

2.9-3.2 (4H, m), 3.35-3.6 (4H, m), 3.73 (1H. dd. J=12.1Hz, 5.7Hz), 3.92 (1H, dd, J=12. 1Hz, 2. 2Hz), 5.11 (1H, d, 
J=7.3Hz), 6.5 (1H. d, J=1.7Hz), 6.52 (1H, d, J=1.7Hz), 7.05-7.15 (2H, m), 7.15-7.3 (4H, m) 
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Example 8 

4^^D^!ucopyranosyloxy)^-methoxy-3-(2-ph8nyJethyJ)benzofuran 

5 [01 67] To a mixture of 4-(2,3 A6-tetra-(>«Gsty:-|M>^Iuccp (25 
mg) and potassium carbonate (18 mg) in N, AMJimethylfbrrnamide (1 mL) was added iodomethane (0.007 mL), and the 
mixture was stirred at room temperature for 4 days. The reaction mixture was poured into water, and the resulting 
mixture was extracted with ethyl acetate. The extract was washed with water and dried over anhydrous magnesium 
sulfate. The solvent was removed under reduced pressure, and the residue was dissolved in methanol (2 mL) . To the 

10 solution was added sodium methoxide (28% methanol solution, 0.008 mL), and the mixture was stirred at room tem- 
perature for 1 hour. The reaction mixture was concentrated under reduced pressure, and the residue was purified by 
column chromatography on silica gel (eluent: dichloromethane/methanol = 10/1) to give the title compound (8 mg). 
1 H-NMR (CD 3 OD) 8 ppm: 

2.85-3.2 (4H. m), 3.35-3.65 (4H, m), 3.71 (1H, dd, J=12.1Hz, 5.8Hz), 3.81 (3H, s). 3.91 (1H, dd, J=12.1Hz , 2.0Hz), 
*5 5.14 (1H. d, J=7.6Hz), 6.63 (1H, d, J=1.6Hz), 6.68 (1H, d, J=1.6Hz), 7.05-7.35 (6H, m) 

Reference Example 16 

A/-Methoxy-/v^methyl-3-phenylpropionamide 

20 

[01 68] To a mixture of N % O-dimethyl hydro xyla mine hydrochloride (1.1 g) and pyridine (1 .82 mL) in dichloromethane 
(50 mL) was added 3-phenyipropionyl chloride (1 .52 mL) under ice-cooling, and the mixture was stirred at room tem- 
perature for 5 hours. The reaction mixture was concentrated under reduced pressure. To the residue was added 1 mol/ 
L hydrochloric acid, and the mixture was extracted with ethyl acetate. The extract was washed with water and dried 
25 over anhydrous magnesium sulfate. The solvent was removed under reduced pressure to give the title compound (1 .89 

g). 

1 H-NMR (CDCySppm: 

2.7-2.8 (2H, m), 2.9-3.0 (2H, m), 3.18 (3H, s), 3.61 (3H. s). 7.15-7.35 (5H, m) 
30 Reference Example 17 

2 , -Mercapto-6 , -methoxydihydrochalcone 

[0169] To a solution of N,N,W',/vMetramethylethylenediamine (4.31 mL) in cyclohexane (50 ml) were added n-butyl 
35 lithium (2.46 mol/L n-hexane solution 12.2 mL) and 3-methoxythiophenol (2 g) successively under ice-cooling. The 
reaction mixture was stirred at room temperature overnight. To the reaction mixture was added A/-methoxy-A/-methyl- 

3- phenylpropionamide (2.76 g) under ice-cooling, and the mixture was stirred at room temperature overnight. The 
reaction mixture was poured into 1 mol/L hydrochloric acid, and the resulting mixture was extracted with diethyl ether. 
The extract was washed with water and dried over anhydrous magnesium sulfate. The solvent was removed under 

40 reduced pressure, and the residue was purified by column chromatography on silica gel (eluent: n-hexane/ethyl acetate 
= 10/1 - 5/1) to give the title compound (1 .2 g). 
1 H-NMR(CDCl3)5ppm: 

3.0-3.1 (2H, m), 3.1-3.2 (2H, m), 3.78 (3H, s), 6.71 (1H, d, J=8.5Hz), 6.92 (1H, d, J=8.0Hz), 7.15-7.35 (6H, m) 
45 Reference Example 18 

4- Methoxy-2-methoxycarbonyl-3-(2-phenylethyl)benzo[b3-thiophene 

[0170] To a solution of 2 , -mercapto-6 , -methoxydihydrochalcone (1 .2 g) and triethylamine (0.92 mL) in dichlorometh- 
50 ane (10 mL) was added methyl bromoacetate (0.46 mL). and the mixture was stirred at room temperature for 3* hours. 
The reaction mixture was poured into water, and the resulting mixture was extracted with diethyl ether. The extract was 
washed with water and brine, and dried over anhydrous magnesium sulfate. The solvent was removed under reduced 
pressure, and the residue was dissolved in methanol (15 mL). To the solution was added sodium methoxide (28% 
methanol solution, 1 .7 mL), and the mixture was stirred at room temperature overnight. The crystals precipitated from 
55 the reaction mixture were collected by filtration and dried under reduced pressure to give the title compound (1 .09 g). 
1 H-NMR (CDCydppm: 

2.9-3.0 (2H, m), 3.75-3.85 (2H, m), 3.91 (3H, s). 4.0 (3H, s), 6.79 (1H, dd, J=7.4Hz, 1 .7Hz), 7.15-7.25 (1H. m), 7.25-7.35 
(4H, m), 7.35-7.45 (2H, m) 
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Reference Example 19 

2-Carboxy-4-methoxy-3-(2-phenylethyl)benzoIb]thiophene 

[0171] To a solution of 4-methoxy-2-msthoxycarbonyl-3^2-phenylethy1)berizo[b3thiophene (1.09 g) in tetrehydro- 
furan (6 mL) - methanol (21 mL) was added 1 mol/L aqueous sodium hydroxide solution (21 mL). and the mixture was 
heated for reflux for 3.5 hours. The reaction mixture was cooled to room temperature. To the mixture was added 2 mo!/ 
L hydrochloric acid (11 mL), and the precipitated crystals were collected by filtration. The crystals were dried under 
reduced pressure to give the title compound (1 g). 
1 H-NMR (DMSCVcy 8 ppm: 

2.8-2.9 (2H, m), 3.65-3.75 (2H, m), 3.99 (3H, s), 6.98 (1H, d, J=7.9Hz), 7.15-7.35 (5H, m), 7.45 (1H, t, J=7.9Hz), 7.53 
(1H, d, J=7.9Hz) 

Reference Example 20 

4-Methoxy-3-(2-phenylethy1)benzo[b]thiophene 

[0172] A suspension of 2-carboxy-4-methoxy-3-(2-pheny!ethyl)benzo[b]thiophene (1 g) and a catalytic amount of 
copper powder in quinoline (15 mL) was stirred at 200°C for 2 hours. The reaction mixture was cooled to room tem- 
perature and poured into 1 mol/L hydrochloric acid, and the resulting mixture was extracted with ethyl acetate. The 
extract was washed with 1 mol/L hydrochloric acid and water, and dried over anhydrous magnesium sulfate. The solvent 
was removed under reduced pressure, and the residue was purified by column chromatography on silica gel (eluent: 
n-hexane/ethyl acetate = 5/1) to give the title compound (0.77 g). 
1 H-NMR (CDCI 3 )5ppm: 

2.95-3.05 (2H, m), 3.25-3.35 (2H, m), 3.97 (3H, s), 6.77 (1H. d. J=7.8Hz), 6.88(1 H, s). 7.15-7 .35(6H, m). 7.43(1 H, d, 
J=7.9Hz) 

Reference Example 21 

4-Hydroxy-3-(2-phenylethyl)benzo[b]thiophene 

[0173] To a solution of 4-methoxy-3-(2-phenylethyl)benzo-[b] thiophene (0.77 g) in dichloromethane (25 mL) was 
added boron tribromide (0.54 mL) at -78° C, and the mixture was stirred at room temperature overnight. To the reaction 
mixture was added a saturated aqueous sodium hydrogen carbonate solution, and the resulting mixture was extracted 
with diethyl ether. The extract was washed with water and dried over anhydrous magnesium sulfate. The solvent was 
removed under reduced pressure, and the residue was purified by column chromatography on silica gel (eluent: n- 
hexane/ethyl acetate = 6/1 ) to give the title compound (0.66 9). 
1 H-NMR (CDCySppm: 

3.0-3.1 (2H, m), 3.3-3.4 (2H, m). 5.16 (1 H, s), 6.65 (1 H, d, J=7.7Hz), 6.89 (1 H. s), 7.1-7.35 (6H, m). 7.42 (1 H, d, J=8.4Hz) 
Example 9 

4-(2,3,4,6-Tetra-0-acetyl-p-D-glucopyranosyloxy)-3-(2-phenylethyI)benzo[b]thiophene 

[01 74] To a solution of 4-hydroxy-3-(2-phenylethyl)benzo-[b]thiophene (80 mg), 2,3,4, 6-tetra-O-acetyl- 1 -O-trichloro- 
acetoimidoyl-a-D-glucopyranose (0.17 g) in dichloromethane (3 mL) was added boron trifluoride-diethyl ether complex 
(0.044 mL), and the mixture was stirred at room temperature for 30 minutes. The reaction mixture was purified by 
column chromatography on silica gel (eluent: n-hexane/ethyl acetate = 2/1 - 3/2) to give the title compound (75 mg). 
1 H-NMR (CDCI3) 8 ppm: 

1.97 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, s), 2.95-3.1 (2H, m), 3.1-3.25 (1H, m). 3.3-3.4 (1H, m), 3.85-3.95 
(1H, m), 4.16 (1H, dd, J=12.3Hz, 2.3Hz), 4.28 (1H. dd, J=12.3Hz, 5.4Hz), 5.15-5.25 (1H, m), 5.3-5.4 (2H, m), 5.4-5.45 
(1H, m), 6.76 (1H, s). 6.91 (1H, d, J=7.9Hz), 7.1-7.3 (6H, m), 7.54 (1H, d, J=8.1Hz) 

Example 10 

4-(p-D-Glucopyranosyloxy)-3-(2-phenylethyl)benzo[b]thiophene 

[01 75] To a suspension of 4-(2,3,4,6-tetra-0-acetyl-p-D-glucopyranosyloxy)-3-(2-pheny!ethyl)benzo[b]thiophene (75 
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mg) in methanol (3 mL) was added sodium methoxide (28% methanol solution, 0.025 mL), and the mixture was stirred 
at room temperature for 30 minutes. The reaction mixture was concentrated under reduced pressure, and the residue 
was purified by column chromatography on silica gel (eluent: dichJoromethane/methanol = 10/1) to give the title com- 
pound (42 mg). 
5 1 H-NMR (CD 3 OD) 8 ppm: 

2.9-3.05 (1H, m), 3.05-3.15 (1H, m), 3.2-3.35 (1H, m), 3.35-3.45 (1H, m), 3.45-3.65 (4H. m), 3.71 (1H, dd, J=12.0Hz, 
5.8Hz), 3.91 (1H, dd, J=12.0Hz. 2.2Hz), 5.22 (1H. d. J=7.8Hz), 6.9 (1H, s). 7.05-7.3 (7H t m), 7.47 (1H, d, J=7.8Hz) 

Reference Example 22 

10 

4-Benzyloxy-3-{(£)-2-phenylvinyI]indo!e 

[0176] To a suspension of sodium hydride (60%, 48 mg) in dimethyl sulfoxide (3 mL) was added benzyltriphenyl- 
phosphonium chloride (0.47 g), and the mixture was stirred at 65°C for 1 hour. The reaction mixture was cooled in ice. 

*5 To the mixture was added 4 enzyloxy-3-formylindole (0.25 g), and the mixture was stirred at 85°C for 3 hours. The 
reaction mixture was cooled to room temperature. To the mixture was added water, and the mixture was extracted with 
ethyl acetate (three times). The extract was washed with water twice, a saturated aqueous sodium hydrogen carbonate 
solution and brine successively, and dried over anhydrous magnesium sulfate. The solvent was removed under reduced 
pressure, and the residue was purified by column chromatography on aminopropylated silica gel (eluent: n-hexane/ 

20 ethyl acetate = 3/1 ) to give the title compound (0.32 g). 
1 H-NMR (CDCySppm: 

5.23 (2H, s), 6.65-6.75 (1H, m), 6.88 (1H, d, J=16. 6Hz), 6. 95-7.65 (13H, m), 7.88 (1H, d, J=16.6Hz), 8.29 (1H, brs) 
Reference Example 23 

25 

4-Hydroxy-3-(2-phenylethyl)indole 

[0177] To a solution of 4-b«nzy1oxy-3-{(E)-2-phenyWinyljindole (0.1 g) in ethanol (5 mL) was added 10% palladium- 
carbon powder (25 mg), and the mixture was stirred at room temperature under a hydrogen atmosphere overnight. 
30 The insoluble material was removed by filtration. The filtrate was concentrated under reduced pressure, and the residue 
was purified by column chromatography on aminopropylated silica gel (eluent: n-hexane/ethyl acetate = 3/1) to give 
the title compound (70 mg). 
1 H-NMR (CDCySppm: 

2.95-3.1 (2H, m), 3.15-3.25 (2H, m), 5.24 (1H, brs), 6.35-6.45 (1H.m), 6.75-6.85 (1H, m), 6.9-7.05 (2H, m), 7.1-7.35 
35 (5H, m), 8.02 (1H, brs) 

Example 11 

4-(P-D-Glucopyranosyloxy)-3-(2-phenylethyl)indole 

40 

[0178] To a solution of 4-hydroxy-3-(2-phenylethyi)indole (70 mg) and 2,3,4,6-tetra-0-acetyl-1-0-trichloroacetoimi- 
doyl-a-D-glucopyranose (0.22 g) in dichtoromethane (3 mL) was added boron trifluoride-diethyl ether complex (0.081 
mL), and the mixture was stirred at room temperature for 1 hour. The reaction mixture was purified by preparative thin 
layer chromatography (eluent: n-hexane/ethyl acetate = 1/1) to give 4-(2,3,4,6-tetra-0-acetyi-p-D-glucopyranosyloxy)- 
45 3-(2-phenylethyl)-indo!e. This material was dissolved in tetrahydrofuran (1 mL) - methanol (0.5 mL). To the solution 
was added sodium methoxide (28% methanol solution, 0.024 mL), and the mixture was stirred at room temperature 
for 2 hours. The reaction mixture was purified by preparative thin layer chromatography (eluent: dichloromethane/ 
methanol = 5/1) to give the title compound (22 mg). 
1 H-NMR (CD 3 OD)oppm: 

50 2.9-3.2 (3H, m), 3. 25-3.8 (6H, m), 3.85-3.95 (1H, m), 5. 15-5.25 (1H, m), 6.65-6.8 (2H, m). 6.9-7.3 (7H, m) * 
Reference Example 24 

242 I 3,4,6-Tetra-0-acetyl-^-D-glucopyranosyloxy)-6'-hydroxyacetophenone 

55 

[0179] To a mixture of 2\6 , -dihydroxyacetophenone (1 g), potassium carbonate (4.54 g) and benzyltri(n-buty1)am- 
monium chloride (0.41 g) in chloroform (13 mL) were added water (0.5 mL) end acetobrcmo-a-D-glucose (2.7 g). and 
the mixture was stirred at room temperature for 24 hours. The reaction mixture was poured into water, and the mixture 
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was acidified by addition of 2 mo!/L hydrochloric acid. The resulting mixture was extracted with ethyl acetate, and the 
extract was washed with water and brine. The extract was dried over anhydrous magnesium sulfate, and the solvent 
was removed under reduced pressure. The residue was treated with methanol, and the precipitated crystals were 
collected by filtration and dried under reduced pressure to give the title compound (1.38 g). 
5 1 H-NMR(CDC!3)Sppm: 

2.0-2.1 (12H, m), 2.63 (3H, s), 3.85-3.95 (1H, m), 4.15 (1H, dd. J=12.3Hz, 2.4Hz), 4.29 (1H, dd. J=12.3Hz , 5.2Hz), 
5.15-5.25 (1H, m), 5.25-5.4 (3H, m); 6.48 (1H, d, J=8.3Hz), 6.7 (1H, d, J=8.3Hz), 7.34 (1H, t, J=8.3Hz), 12.96 (1H, s) 

Reference Example 25 

10 

2H2,3,4,6-Tetra-0-acetyJ-^D-g!ucopyranos 

[0180] To a solution of 2 , -(2 l 3,4,6-tetra-0-acetyl-^D^Iucopyranosyioxy)-6 , -hydroxyacetophenone (0.6 g) in N,N- 
dimethytformamide (5 mL) were added potassium carbonate (0.26 g) and methyl bromoacetate (0.13 mL), and the 
15 mixture was stirred at room temperature for 3 days. The reaction mixture was poured into water, and the precipitated 
crystals were collected by filtration. The crystals were washed with water and dried under reduced pressure to give 
the title compound (0.62 g). 
1 H-NMR (CDCydppm: 

2.02 (3H, s), 2.04 (3H, s), 2.09 (3H. s). 2.12 (3H, s). 2.49 (3H, s). 3.77 (3H. s). 3.8-3.9 (1H, m), 4.2 (1H, dd, J=12.4Hz, 
20 2.4Hz), 4.28 (1H, dd, J=12.4Hz , 5.4Hz), 4.64 (2H, s), 5.0 (1H, d, J=7.6Hz), 5.1-5.2 (1H, m), 5.2-5.3 (2H, m), 6.54 (1H, 
d, J=8.3Hz), 6.79 (1H. d. J=8.3Hz), 7.22 (1H, t, J=8.3Hz) 

Example 12 

25 4-(p-D-Glucopyranosyloxy)-3-[2-(3-hydroxyphenyl)ethyl]benzofuran 
[0181] To a mixture of 2-(2.3,4,6-tetra-0-acetyl-f^D-glucopyran^ 

none (0.2 g) and 3-benzyloxybenzaidehyde (84 mg) in ethanol (4 mL) were added water (1 mL) and potassium hy- 
droxide (0.24 g), and the mixture was stirred at room temperature overnight. To the reaction mixture was added 10% 

30 palladium-carbon powder (0.1 g), and the mixture was stirred at room temperature under a hydrogen atmosphere for 
10 hours. The insoluble material was removed by filtration, and the filtrate was concentrated under reduced pressure. 
To the residue was added 1 mol/L hydrochloric acid (6 mL), and the mixture was extracted with ethyl acetate. The 
extract was washed with water and dried over anhydrous magnesium sulfate. The solvent was removed under reduced 
pressure, and the residue was dissolved in acetic acid (2.2 mL). To the solution were added sodium acetate (0.39 g) 

35 and acetic anhydride (0.39 mL), and the mixture was stirred at 11 5°C overnight. The reaction mixture was poured into 
water, and the resulting mixture was extracted with ethyl acetate. The extract was washed with a saturated aqueous 
sodium hydrogen carbonate solution twice and water, and dried over anhydrous magnesium sulfate. The solvent was 
removed under reduced pressure, and the residue was purified by column chromatography on silica gel (eluent: n- 
hexane/ethyl acetate = 2/1 - 3/2) to give 3-[2-(3-acetoxyphenyl)ethyl]-4-(2,3,4,6-tetra-0-acetyl-P-D-glucopyranosyloxy) 

40 benzofuran (48 mg). This material was dissolved in methanol (3 mL). To the solution was added sodium methoxide 
(28% methanol solution, 0.015 mL), and the mixture was stirred at room temperature for 1 hour. To the reaction mixture 
was added acetic acid (0.09 mL), and the resulting mixture was concentrated under reduced pressure. The residue 
was purified by solid phase extraction on ODS (washing solvent: distilled water, eluent: methanol) to give the title 
compound (27 mg). 1 H-NMR (CD 3 OD) 6 ppm: 

45 2.85-3.1 (3H, m), 3.1-3.25 (1H, m), 3.4-3.55 (3H, m), 3.55-3.65 (1H, m), 3.72 (1H, dd, J=12.0Hz, 5.8Hz), 3.91 (1H, dd, 
J=12.0Hz, 2.2Hz), 5.18 (1H. d, J=7.6Hz), 6.55-6.65 (1H, m). 6.65-6.75 (2H, m), 6.96 (1H, d. J=8.1Hz), 7.0-7.1(2H, m), 
7.18 (1H. t, J=8.1Hz), 7.28 (1H, s) 

Example 13 

50 

4-(P-D-Glucopyranosyloxy)-3-[2-(2-hydroxyphenyl)ethyl]benzofuran 

[0182] The title compound was prepared in a similar manner to that described in Example 1 2 using 2-benzy!oxyben- 
zaldehyde instead of 3-benzytoxybenzaldehyde. 
55 iH-NMR(CD 3 OD)8ppm: 

2.95-3.2 (4H, m), 3.4-3.55 (3H, m). 3.6-3.7 (1H, m), 3.72 (1H, dd. J=12.2Hz, 5.4Hz), 3.91 (1H, dd, J=12.2Hz, 1.9Hz), 
5.17 (1H, d. J=8.1Hz), 6.65-6.8 (2H, m), 6.9-7.05 (2H, m), 7.05-7.1 (2H, m), 7.18 (1H, t, J=8.1Hz), 7.3 (1H. s) 



46 



EP 1 609 798 A1 



Example 14 

4-(P-D-G!ucopyranosyloxy)-3-{2-(4-hydroxyphenyI)ethylIbenzofuran 

s [01 831 The title compound was prepared in a similar manner to that described in Example 1 2 using 4-benzyloxyben- 
zaldehyde instead of 3-benzyloxybenzaldehyde. 
1 H-NMR (CD 3 OD)5ppm: 

2.8-3.1 (3H, m). 3.1-3.2 (1H, m), 3.35-3.55 (3H, m), 3.55-3.65 (1H. m), 3.71 (1H, dd, J=12.QHz, 5.7Hz), 3.9 (1H, dd, 
J=12.0Hz, 2.1Hz), 5.18 (1H. d, J=7.4Hz) t 6.65-6.7 (2H, m), 6.95 (1H. d, J=8.3Hz), 7.0-7.1 (3H, m), 7.18 (1 H, L J=8.3Hz), 
10 7.25 (1H.s) 

Reference Example 26 

6 , -Hydroxy-2 , -(methoxycarbonylmethoxy)acetophenone 

15 

[0184] To a mixture of 2\6 , -dihydroxyacetophenone (6 g) and potassium carbonate (5.72 g) in acetone (20 mL) was 
added methyl bromoacetate (3.73 mL), and the mixture was stirred at room temperature for 5 days. To the reaction 
mixture was added water, and the precipitated crystals were collected by filtration. The crystals were washed with water 
and dried under reduced pressure to give the title compound (7.89 g). 
20 iH-NMR(CDCl3)6ppm: 

2.8 (3H, s), 3.83 (3H. s). 4.72 (2H, s), 6.24 (1H, dd, J=8.4Hz, 1.0Hz), 6.63 (1H. dd, J=8.4Hz, 1.0Hz), 7.32 (1H, t, 
J=8.4Hz) t 13.22 (1H, s) 

Reference Example 27 

25 

2 , -Carboxymethoxy-6 , -hydroxy-4-(3-hydroxypropoxy)dihydrochalcone 

[0185] A mixture of 4-hydroxybenzaldehyde (1 g), benzyl 3-bromopropylether (1.52 mL), cesium carbonate (3.2 g) 
and a catalytic amount of sodium iodide in N,N-dimethylformamide (10 mL) was stirred at room temperature overnight. 

30 The reaction mixture was poured into water, and the resulting mixture was extracted with diethyl ether. The extract was 
washed with water and dried over anhydrous magnesium sulfate. The solvent was removed under reduced pressure, 
and the residue was dissolved in ethanol (16 mL). To the solution was added 6Viydroxy-2Xmethoxycarbonylmethoxy) 
acetophenone (1 .71 g), water (4 mL) and potassium hydroxide (5. 1 3 g), and the mixture was stirred at room temperature 
overnight. To the reaction mixture was added 10% palladium-carbon powder (0.2 g), and the mixture was stirred at 

35 room temperature under a hydrogen atmosphere overnight. The insoluble material was removed by filtration, and the 
solvent of the filtrate was removed under reduced pressure. The residue was dissolved in water, and the solution was 
washed with diethyl ether. The aqueous layer was acidified by addition of concentrated hydrochloric acid, and the 
resulting mixture was extracted with ethyl acetate twice. The extract was washed with brine and dried over anhydrous 
magnesium sulfate. The solvent was removed under reduced pressure, and the residue was dissolved in methanol 

<o (1 2 mL) - ethyl acetate (6 mL). To the solution was added 1 0% palladium-carbon powder (0.5 g), and the mixture was 
stirred at room temperature under a hydrogen atmosphere overnight. The insoluble material was removed by filtration. 
The solvent of the filtrate was removed under reduced pressure to give the title compound (2.8 g). 
1 H-NMR (DMSO-d 6 ) 8 ppm: 

1.75-1.9 (2H, m), 2. 84 (2H, t. J=7. 6Hz), 3. 22 (2H. t, J=7.6Hz), 3.54 (2H. t, J=6.2Hz), 3.98 (2H, t, J=6.3Hz), 4.5 (1H, 
45 brs), 4.72 (2H, s), 6.45 (1H. d, J=8.3Hz), 6.51 (1H, d, J=8.3Hz), 6.75-6.85 (2H, m), 7.1-7.15 (2H, m), 7.23 (1H, t, 
J=8.3Hz), 11.1 (1H. s). 12.85-13.3 (1H, br) 

Reference Example 28 

so 2'-Carboxymethoxy-6 , -hydroxy-3-(2-hydroxyethoxy)dihydrochalcone 

[01 86] To a suspension of e'-hydroxy-Z-tmethoxycarbonylmethoxyJacetopheone (1 g) and 3-(2-hydroxyethoxy)ben- 
zaldehyde (0.74g) in ethanol (12 mL) were added water (3 mL) and potassium hydroxide (3 g), and the mixture was 
stirred at room temperature overnight. To the reaction mixture was added 10% palladium-carbon powder (0.2 g), and 
55 the mixture was stirred at room temperature under a hydrogen atmosphere for 8 hours. The insoluble material was 
removed by filtration, and the solvent of the filtrate was removed under reduced pressure. The residue was dissolved 
in water, and the solution was washed with diethyl ether. The aqueous layer was acidified by addition of concentrated 
hydrochloric acid, and the resulting mixture was extracted with ethyl acetate twice. The extract was washed with brine 
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and dried over anhydrous magnesium sulfate. The solvent was removed under reduced pressure. The residue was 
treated with diethyl ether, and the precipitated crystals were collected by filtration. The crystals were dried under reduced 
pressure to give the title compound (1 .6 g). 
1 H-NMR (DMSO-dg) 8 ppm: 

5 2.88(2H. t J=7.8Hz). 3.25(2H, t, J=7.8Hz), 3.69(2H, t, J=4.SHz), 3.85 (2H, t, J=4.9Hz), 4.73 (2H, s). 4.81 (1H, brs), 
6.46 (1H. d. J=8.3Hz), 6.52 (1H, d, J=8.3Hz), 6.7-6.85 (3H, m), 7.15 (1H. t J=8.2Hz), 7.23 (1H, t, J=8.3Hz), 11.06 (1H, 
s), 13.06 (1H, brs) 

Reference Example 29 

10 

^arboxymemoxy^'-hydroxy^^-hydroxyethoxyjdihydrochalcone 

[01 87] The title compound was prepared in a similar manner to that described in Reference Example 28 using 4-(2-hy- 
droxyethoxy)benza!dehyde instead of 3-<2-hydroxyethoxy)-benzaldehyde. 
« iH-NMR (DMSOoy 8 ppm: 

2.8-2.9 (2H, m), 3.15-3.25 (2H, m), 3.65-3.75 (2H, m), 3.9-3.95 (2H, m), 4.72(2H, s). 4.8 (1H, brs), 6.4-6.55 (2H, m), 
6.75-6.85 (2H, m), 7.1-7.15 (2H, m), 7.2-7.3 (1H, m), 11.1 (1H, s), 13.05 (1H, brs) 

Reference Example 30 

20 

4-Hydroxy-3-{2-{4-(3-hydroxypropoxy)phenyllethyJ}benzofuran 

[0188] To a solution of 2 , -carboxymethoxy-6 , -hydroxy-4-(3-hydroxypropoxy)dihydrochalcone (2.8 g) in acetic acid 
(39.4 mL) were added sodium acetate (17.8 g) and acetic anhydride (17.9 mL), and the mixture was stirred at 115°C 

25 overnight. The reaction mixture was poured into water, and the resulting mixture was extracted with diethyl ether. The 
extract was washed with water twice, a saturated aqueous sodium hydrogen carbonate solution, water and brine suc- 
cessively, and dried over anhydrous magnesium sulfate. The solvent was removed under reduced pressure, and the 
residue was dissolved in methanol (10 mL). To the solution was added 2 mol/L aqueous sodium hydroxide solution 
(26 mL), and the mixture was stirred at room temperature for 3 hours. The reaction mixture was acidified by addition 

30 of 2 mo!/L hydrochloric acid, and the resulting mixture was extracted with diethyl ether. The extract was washed with 
brine and dried over anhydrous magnesium sulfate, and the solvent was removed under reduced pressure. The residue 
was purified by column chromatography on silica gel (eluent: n-hexane/ethyl acetate = 2/1 - 1/1) to give the title com- 
pound (0.45 g). 
'H-NMR (DMSO-d 6 ) 8 ppm: 

35 1.8-1.9 (2H, m), 2.85-3.0 (4H, m), 3.5-3.6 (2H, m), 3.99 (2H, t. J=6.6Hz), 4.5 (1H, t, J=5.0Hz), 6.6 (1H, d, J=7.9Hz), 
6.8-6.85 (2H. m), 6.93 (1H, d, J=7.9Hz), 7.05 (1H, t, J=7.9Hz), 7.1-7.15 (2H, m), 7.48 (1H, s), 9.89 (1H, s) 

Reference Example 31 

40 4-Hydroxy-3-{2-[3-(2-hydroxyethoxy)phenyl]ethyl}benzofuran. 

[0189] The title compound was prepared in a similar manner to that described in Reference Example 30 using 2'- 
carboxymethoxy-6'-hydroxy-3-(2-hydroxyethoxy)dihydrochalcone instead of 2'-carboxymethoxy-6'-hydroxy-4-(3-hy- 
droxypropoxy)dihydrochalcone. 
45 iH-NMR(CDC!3)8ppm: 

2.95-3.05 (2H, m), 3.05-3.15 (2H, m), 3.9-4.0 (2H, m), 4.0^.1 (2H, m), 5.15 (1H, s), 6.54 (1H, dd. J=7.8Hz, 1.2Hz), 
6.7-6.9 (3H, m), 7.0-7.15 (2H, m), 7.21 (1H. t, J=7.8Hz), 7.23 (1H, s) 

Reference Example 32 

50 

4-Hydroxy-3-{2-[4-(2-hydroxyethoxy)phenyl]ethyl}benzofuran 

[0190] The title compound was prepared in a similar manner to that described in Reference Example 30 using 2'- 
carboxymethoxy-6 , -hydroxy-4-(2-hydroxyethoxy)dihydrochalcone instead of 2'-carboxymethoxy-6'-hydroxy-4-(3-hy- 
55 droxypropoxy)dihydrochalcone. 
1 H-NMR (DMSO-de) 8 ppm: 

2.85-3.0 (4H, m), 3.65-3.75 (2H, m). 3.94 (2H, t, J=5.QHz), 4.81 (1H, t, J=5.6Hz), 6.6 (1H, d, J=8.1Hz), 6.8-6.9 (2H, 
m), 6.93 (1H, d, J=8.1Hz), 7.05 (1H, t, J=8.1Hz), 7.1-7.15 (2H, m), 7.48 (1H, s), 9.89 (1H, s) 
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Example 15 

4-(2,3A6-Tetra-0-acety1-fM3-glucopyranosyloxy)-3^^^ 

[01911 To a solution of 4-hydroxy-3-[2-{4-(3-hydroxypropoxy)phenyl]ethyi}bsnzofurHn (0.45 g) and imidazole (0.11 
g) in A/,AWimethyIformamide (10 mL) was added ferf-butyldiphenylsilyl chloride (0.4 mL), and the mixture was stirred 
at room temperature overnight. The reaction mixture was poured into water, and the resulting mixture was extracted 
with diethyl ether. The extract was washed with water twice and brine successively, and dried over anhydrous magne- 
sium sulfate . The solvent was removed under reduced pressure, and the residue was dissolved in dichioromethane 
(8 mL) . To the solution were added 2,3,4,6-tetra-O^cetyl-l-O-trichIoroacetoimidoylHx-D-^lucopyranose (0.42 g) and 
boron trifluoride-diethyl ether complex (0.11 mL), and the mixture was stirred at room temperature for 30 minutes. The 
reaction mixture was purified by column chromatography on silica gel (eluent: n-hexane/ethyl acetate = 3/1 - 3/2) to 
give 4-(2,3,4,6-tetra-0-acetyl-|K>-glucopyranosylo^ 

benzofuran (0.6 g). This material was dissolved in tetrahydrofuran (8 mL) . To the solution was added tetra(n-butyl) 
ammonium fluoride (1 mol/L tetrahydrofuran solution, 1 .9 mL), and the mixture was stirred at room temperature for 1 
hour. The reaction mixture was poured into water, and the resulting mixture was extracted with ethyl acetate. The 
extract was washed with brine and dried over anhydrous magnesium sulfate. The solvent was removed under reduced 
pressure, and the residue was purified by column chromatography on silica gel (eluent: n-hexane/ethyl acetate = 3/2 
- 1/2) to give the title compound (0.26 g). 
1 H-NMR(CDCl3)6ppm: 

1.81 (1H, t, J=5.5Hz), 1.97 (3H, s), 2.0-2.1 (11H, m). 2.85-3.05 (4H, m), 3.8-3.95 (3H, m), 4.11 (2H, t, J=5.9Hz), 4.17 
(1H, dd, J=12.3Hz, 2.3Hz), 4.29 (1H, dd. J=12.3Hz, 5.5Hz), 5.15-5.25 (1H, m), 5.3-5.4 (3H, m). 6.75-6.85 (3H, m), 
7.0-7.15 (3H, m), 7.15-7.2 (2H, m) 

Example 16 

4-(2,3,4,6-Tetra-0-acetyl-(^D-glucQpyranostf 

[0192] The title compound was prepared in a similar manner to that described in Example 15 using 4-hydroxy-3- 
{2-[3-(2-hydroxyethoxy)phenyl]ethyl}benzofuran instead of 4-hydroxy-3-(2-[4-(3-hydroxypropoxy)phenyl]ethyl}benzo- 
furan. 

1 H-NMR (CDCySppm: 

1.95-2.1 (12H, m), 2.35-2.5 (1H. m), 2.85-3.15 (4H, m), 3.85-4.0 (3H, m), 4. 0-4. 25 (3H, m), 4. 25^. 35 (1H, m), 5. 
2-5. 3 (1H, m). 5.3-5.45 (3H. m), 6.7-6.85 (4H. m), 7.15-7.3 (4H, m) 

Example 17 

4-(2,3,4,6-Tetra-0-acetyI-p-D-glucopyranosyloxy)-3-{2-[4-(2-hydroxyethoxy)phenyl]ethyl}benzo 

[0193] The title compound was prepared in a similar manner to that described in Example 15 using 4-hydroxy-3- 
{2-[4-(2-hydroxyethoxy)phenyl]ethyf}benzofuran instead of 4-hydroxy-3-(2-[4-(3-hydroxypropoxy)pheny13ethyl} 
benzofuran. 1 H-NMR (CDCI3) 8 ppm: 

1.97 (3H,s), 2.025 (3H, s). 2.032 (3H, s), 2.06 (3H, s). 2.85-3.1 (4H, m), 3.85-4.0 (3H, m), 4.05-4.1 (2H. m), 4.17 (1H. 
dd. J=12.3Hz, 2.3Hz), 4.29 (1H. dd, J=12.3Hz, 5.5Hz), 5.15-5.25 (1H, m), 5.3-5.4 (3H, m), 6.75-6.8 (1H. m), 6.8-6.9 
(2H, m), 7.0-7.15 (3H, m), 7.15-7.25 (2H, m) 

Example 18 

4-(p-D-Glucopyranosyloxy)-3-{2-[4-(3-hydroxypropoxy)phenyllethyI}benzofuran 

[0194] To a solution of 4-(2,3,4,6-tetra-0-acetyl-p-D-glu(x»pyranosyioxy)-3-{2-[4-(3-hydroxypropoxy)phenv^ 
benzofuran (20 mg) in methanol (2 mL) was added sodium methoxide (28% methanol solution, 0.006 mL), and the 
mixture was stirred at room temperature for 1 hour. The reaction mixture was concentrated under reduced pressure , 
and the residue was purified by solid phase extraction on ODS (washing solvent: distilled water, eluent: methanol) to 
give the title compound (14 mg). 1 H-NMR (CD 3 OD) 8 ppm: 

1.9-2.0 (2H, m), 2.85-3 . 1 (3H, m) f 3.1-3 . 25 (1H, m). 3.35-3.55 (3H, m), 3.55-3.65 (1H, m), 3.65-3.75 (3H, m), 3.9 
(1H, dd, J=11. 9Hz , 2.3Hz), 4.04 (2H, t, J=8.2Hz), 5.18 (1H. d. J=8.1Hz), 6.75-8.85 (2H, m), 6.95 (1H, d, J=8.0Hz), 
7.05-7.15 (3H, m), 7.18 (1H, t, J=8.0Hz), 7.25 (1H, s) 



49 



EP 1 609 798 A1 



Example 19 

4-(p-D-G!ucopyranosyIoxy)-3^2-[4-(2-hydroxyethoxy)phenylJethyl}benzofuran 

[01 95] The title compound was prepared in a similar manner to that described in Example 1 8 using 4-(2,3,4,6-tetra- 
*>acetyl-p-D-g!ucopyranosyfoxy)-342-{4-(2-h^^ instead of 4-{2,3,4,6-tetra-0- 

acetyf-|H}-g!ucopyranosyloxy)-3-{2-[4-{3-hyd 1 H-NMR (CD 3 OD) 8 ppm: 

2.85-3.1 (3H, m), 3.1-3.25 (1H.m), 3.35-3.45 (1H,m), 3.45-3.55 (2H, m), 3.55-3.65 (1H, m), 3.71 (1H, dd, J=12.1Hz, 
5.7Hz), 3.85 (2H, t, J=4.6Hz), 3.9 (1H, dd. J=12.1Hz, 2.2Hz), 3.95-4.05 (2H. m). 5.18 (1H, d, J=7.4Hz), 6.8-6.9 (2H, 
m), 6.95 (1H, d, J=8.1Hz), 7.08 (1H, d, J=8.1Hz), 7.1-7.15 (2H, m), 7.18 (1H, t J=8.1Hz), 7.25 (1H, s) 

Example 20 

4-(^D-Glucopyranosyloxy)-3-{2-[3-(2-hydroxyemoxy)phenyl]etiiyr}benzofuran 

[0196] The title compound was prepared in a similar manner to that described in Example 18 using 4-(2,3,4,6-tetra- 
0-acetyl-^D-g!ucopyranosy!oxy)-3-{2-[3-(2-h^ instead of 4-(2,3,4,6-tetra-0- 

acetyl-^D-glucopyranosyloxy)-3-{2-[4-(3-hydroxypropoxy)phenyl]ethyl}benzofuran. MS(ESI, m/z) : 478 [M+NHJ* 

Example 21 

4-((^D-Gluc»pyranosyloxy)-3-(2-{4-[3-(2-hydroxyethylamino)propoxy]phenyl}emyl)benzofu 
[0197] To a solution of 4-(2,3,4,6-tetra-0-acetyl-p-D-oJucopyranosyloxy)-3^ 

benzofuran (0.23g) and triethylamine (0.1 mL) in dichloromethane (6 mL) was added methanesulfonyl chloride (0.042 
ml_) under ice-cooling, and the mixture was stirred at room temperature for 2 hours. The reaction mixture was poured 
into 0.5 mo!/L hydrochloric acid, and the resulting mixture was extracted with ethyl acetate. The extract was washed 
with water and brine, and dried over anhydrous magnesium sulfate. The solvent was removed under reduced pressure 
to give 4-(2,3,4,6-tetra-(>acetyl-|^D-g!ucopyranosy^ 
zofuran (0.25 g). The obtained 4-(2,3,4,6-tetra-0-acetyl-(W-glucopvrano 

poxy]phenyl}ethyl) benzofuran (30 mg) was dissolved in acetonitrile (0.5 mL) ethanol (0.5 mL). To the solution were 
added 2-aminoethanol (0.025 mL) and a catalytic amount of sodium iodide, and the mixture was stirred at 60°C for 3 
days. The reaction mixture was concentrated under reduced pressure, and the residue was dissolved in methanol (3 
mL). To the solution was added sodium methoxide (28% methanol solution, 0.04 mL), and the mixture was stirred at 
room temperature for 1 hour. The reaction mixture was concentrated under reduced pressure, and the residue was 
purified by solid phase extraction on ODS (washing solvent: distilled water, eluent: methanol) to give the title compound 
(15 mg). 

1 H-NMR (CD 3 OD)5ppm: 

1.9-2.0 (2H, m), 2.73 (2H. t, J=5.6Hz), 2.8 (2H, t, J=7.2H-z), 2. 85-3. 1 (3H, m), 3. 1-3. 25 (1H. m), 3. 35-3. 65 (4H, m), 
3.66 (2H, t , J=5 . 6Hz), 3. 71 (1H, dd. J=12.0Hz, 5.8Hz), 3.9 (1H, dd, J=12.0Hz, 2.2Hz), 4.02 (2H, t, J=6.2Hz), 5.18 
(1H, d, J=7.4Hz). 6.75-6.85 (2H, m), 6.95 (1H, d, J=8.0Hz), 7.05-7.15 (3H, m), 7.18 (1H, t, J=8.0Hz), 7.25 (1H, s) 

Example 22 

4-(p-D-Glucopyranosyloxy)-3-(2-(4-{3-[4-(2-h^ 

[0198] The title compound was prepared in a similar manner to that described in Example 21 using 1 -(2-hydroxyethyi) 
piperazine instead of 2-aminoethanol. 
1 H-NMR (CD 3 OD)6ppm: 

1.9-2.0 (2H, m), 2.3-2.8 (12H, m), 2.85-3.1 (3H, m), 3.1-3.25 (1H, m), 3.35-3.55 (3H, m), 3.55-3.65 (1H, m), 3*68 (2H, 
t, J=6.0Hz), 3.71 (1 H, dd, J=1 2.3Hz , 5.8Hz), 3.9(1 H, dd. J=1 2.3Hz. 2.2Hz), 3.99 (2H, t, J=6.2Hz), 5. 1 8 (1 H, d, J=8.0Hz), 
6.75-6.85 (2H, m), 6.95 (1H, d. J=8.1Hz). 7.05-7.15 (3H, m), 7.18 (1H, t, J=8.1Hz), 7.25 (1H, s) 

Example 23 

4-(p-D-Gluccpyranosyloxy)-3-[2-(4-{3-f2-hydroxy-1 , 1 -di-(methyl)ethylamino]propoxy}pheny1)ethyl]benzofuran 
[0199] The title compound was prepared in a similar manner to that described in Example 21 using 2-amino-2-methy1- 
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1- propanol instead of 2-aminoethanol. 
1 H-NMR (CD 3 OD)5ppm: 

1.05 (6H. s). 1.85-2.0 (2H, m), 2.71 (2H, t. J=7.1Hz), 2.85-3.1 (3H, m), 3.1-3.25 (1H, m), 3.35-3.45 (3H, m), 3.45-3.55 
(2H, m), 3.55-3.65 (1H, m), 3.71 (1H, dd. J=12.1Hz, 5.6Hz), 3.9 (1H, dd. J=12.1Hz, 2.2Hz), 4.02 (2H, t, J=6.1Hz), 5.18 
(1H, d, J=7.7Hz), 6.75-6.85 (2H t m), 6.95 (1H, d, J=8.1Hz), 7.08 (1H. d. J=8.1Hz), 7.1-7.15 (2H, m), 7.18 (1H, t, 
J=8.1Hz), 7.25 (1H, s) 

Example 24 

4-(P-0-G!ucopyranosy!oxy)-3-{2-(4-{3-{2-hydroxy-1 , 1 -bis-(hydroxymethy1)ethy1amino]propoxy}pheny1)ethyn 
benzofuran 

[0200] The title compound was prepared in a similar manner to that described in Example 21 using tris(hydroxyme- 
thy!)-aminomethane instead of 2-aminoethanol. 
1 H-NMR (CD 3 OD) 8 ppm: 

1.85-2.0 (2H, m), 2.81 (2H, t, J=7.2Hz), 2.85-3.1 (3H, m). 3.1-3.25 (1H, m), 3.35-3.65 (10H, m), 3.71 (1H, dd, J=12.3Hz, 
5.7Hz), 3.9 (1H, dd, J=12.3Hz, 2.2Hz), 4.04 (2H, t, J=6.2Hz), 5.18 (1H, d, J=7.9Hz), 6.8-6.85 (2H, m), 6.95 (1H, d. 
J=8.0Hz), 7.08 (1H, d, J=8.0Hz), 7.1-7.15 (2H, m), 7.18 (1H, t, J=8.0Hz), 7.25 (1H, s) 

Example 25 

4-(^D-Glucopyranosyloxy)-3-(2-{4-{2-(2-hydroxyemylamino)ethoxy]phenyl}emyl)benzofuran 

[0201] The title compound was prepared in a similar manner to that described in Example 21 using 4-(2,3,4,6-tetra- 
0^acetyl-f^D-glucQpyranosyfoxy)-3-{2-[4-(2-hydro instead of 4-(2,3,4,6-tetra-0- 

acetyl-^D-g!ucopyranosyloxy)-342-[4-(3-hydroxypropoxy)phenyl]ethyl}-benzofura 
1 H-NMR (CD 3 OD)5ppm: 

2.78 (2H, t, J=5.4Hz), 2.85-3.1 (5H, m), 3.1-3.25 (1H, m), 3.35-3.45 (1H, m), 3.45-3.55 (2H, m), 3.55-3.65 (1H, m), 
3.65-3.75 (3H. m), 3.9 (1H, dd, J=11.8Hz, 2.3Hz), 4.06 (2H, t, J=5.4Hz), 5.18 (1H, d, J=7.9Hz), 6.8-6.9 (2H, m), 6.95 
(1H, d, J=8.1Hz), 7.08 (1H, d, J=8.1Hz), 7.1-7.15 (2H, m), 7.18 (1H, t, J=8.1Hz), 7.24 (1H, s) 

Example 26 

4-(^-D-Glucopyranosyloxy)-3-{2-{4-[2-(3-hydroxypropylamino)ethoxy]phenyl}ethyl)benzofuran 

[0202] The title compound was prepared in a similar manner to that described in Example 21 using 4-(2,3,4,6-tetra- 
0-acetyl-P-D-glucopyranosytoxy)-3-{2-[4-(2-hydroxyethoxy)-phenyl]ethyl}benzofuran and 3-amino-1-propanol instead 
of 4-(2,3,4,6-tetra-0^acety1-p-D-g!ucopyranosyloxy)^ and 2-ami- 

noethanol, respectively. 
1 H-NMR (CD3OD) 8 ppm: 

1. 7-1.8 (2H, m), 2.77 (2H, t, J=7. 1Hz), 2.85-3.1 (5H, m). 3.1-3.25 (1H, m), 3.35-3.55 (3H, m), 3.55-3.7 (3H, m), 3.71 
(1H, dd, J=12.1Hz, 5.8Hz), 3.9 (1H, dd, J=12.1Hz, 2.2Hz), 4.06 (2H, t, J=5.5Hz), 5.18 (1H, d. J=8.0Hz), 6.8-6.9 (2H, 
m), 6.95 (1H, d, J=8.2Hz), 7.08 (1H, d, J=8.2Hz), 7.1-7.15 (2H, m). 7.18 (1H, t, J=8.2Hz), 7.24 (1H, s) 

Example 27 

4-(^D-GIucopyranosyloxy)-3-[2-(4^2-[2-hydroxy-1-(hydroxymemyl)ethylamino]ethoxy}phenyl)emyl^ 

[0203] The title compound was prepared in a similar manner to that described in Example 21 using 4-(2 f 3,4,6-tetra- 
0-acetyl-^D-g!ucopyranosyloxy)-3-{2-{4-(2-hydroxyemoxy)phenyl]ethyl}benzofuran and 2-amino-1 ,3-propanediol in- 
stead of 4-(2,3,4,6-tetra-0^acetyl-^D^Iucopyranosyloxy)-3-{2^4-(3-hydroxypropoxy)D and 

2- aminoethanol, respectively. 
1 H-NMR (CD 3 OD)8ppm: 

2.7-2.8 (1H, m), 2 . 85-3 . 1 (5H, m), 3.1-3.25 (1H, m), 3.35-3.7 (8H,m), 3.71 (1H, dd. J=11.9Hz, 5.7Hz). 3.9-(1H, dd. 
J=11.9Hz, 2.1Hz), 4.07 (2H, t, J=5.3Hz), 5.18 (1H, d, J=8.1Hz), 6.8-6.9 (2H,m), 6.95 (1H. d, J=8.1Hz), 7.08 (1H, d, 
J=8.1Hz), 7.1-7.15 (2H, m), 7.18 (1H, t, J=8.1Hz), 7.24 (1H, s) 
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Example 28 

4-(p-D-G!ucopyranosytoxy)-3-f2-(4-{2-{2-hydro 
benzofiiran 

[0204] Ths tills compound was prepared in a similar manner to that described in Example 21 using 4-(2,3,4,6-tetra- 
0-acetyf-fV-D-gIucopyranosyloxy)-342-[4-(2-hydro and 2-ami no-2 -methyl -1 ,3-pro- 

panedio! instead of 4-(2,3 A6-tetra-0-acety1-p-D-glucopyranosyloxy)-3^2-^^ 
furan and 2-aminoethanol, respectively. 
1 H-NMR (CD 3 OD)5ppm: 

1.02 (3H, s), 2.85-3.1 (5H, m). 3.1-3.25 (1H, m), 3.35-3.65 (8H, m), 3.71(1H. dd, J=12.0Hz, 5.8Hz), 3.9{1H t dd, 
J=12.0Hz, 2.2Hz), 4.04 (2H, t, J=5.1Hz) ( 5.18 (1H, d, J=7.5Hz), 6.8-6.9 (2H, m), 6.95 (1H, d, J=8.0Hz), 7.08 (1H ( d, 
J=8.QHz), 7.1-7.15 (2H, m), 7.18 (1H, t, J=8.QHz), 7.24 (1H. s) 

Example 29 

4-(p-D-Glucopyranosyloxy)-3-{2-(4-{2-{2-hydroxy-1 , 1 -di(methyl)ethytamino]ethoxy}phenyl)ethyI]benzofuran 

[0205] The title compound was prepared in a similar manner to that described in Example 21 using 4-(2 1 3,4,6-tetra- 
0-acetyl-|3-D-glucopyranosytoxy)-3-{2-[4-[2-(2-hydro and 2-amino-2-methyl-1 -pro- 

panol instead of 4-(2,3,4,6-tetra-0-acety1-p-D-glucopyranosyloxy)-3-{2-[4-(3-hydroxypropoxy)phenyl]ethyl}benz^ 
furan and 2-aminoethanol, respectively. 
1 H-NMR(CD 3 OD)6ppm: 

1.08 (6H, s), 2.85-3.1 (5H, m), 3.1-3.25 (1H, m), 3.3-3.55 (5H, m), 3.55-3.65 (1H, m), 3.71 (1H, dd, J=12.1Hz, 5.8Hz), 

3.9 (1 H, dd, J=12.1 Hz, 2.2Hz), 4.05 (2H,t,J=5.3Hz), 5.1 8 (1 H, d, J=7.9Hz), 6.8-6.9 (2H, m), 6.95 (1 H, d, J=8.1 Hz), 7.08 
(1H, d, J=8.1Hz), 7.1-7.15 (2H, m), 7.18 (1H, t, J=8.1Hz), 7.24 (1H, s) 

Example 30 

4-((M)-Glucopyranosyloxy)-3-[2-(3-{2-[2-hydroxy-1-(h^ 

[0206] The title compound was prepared in a similar manner to that described in Example 21 using 4-(2,3,4,6-tetra- 
0-acetyl-p-D-glucopyranosyloxy)-3-{2-[3-(2-hydroxyethoxy)phenyl]ethyl}benzofuran and 2-amino-1 ,3-propanediol in- 
stead of 4-(2,3,4,6-tetra-0-acetyl-|^D-glucopyranosyloxy)-^ and 
2-aminoethanol, respectively. 
1 H-NMR(CD 3 OD)6ppm: 

2.7-2.8 (1H, m), 2.85-3.1 (5H, m), 3.1-3.25 (1H, m), 3.4-3.7 (8H. m), 3.72 (1H, dd, J=12.0Hz, 5.7Hz), 3.9 (1H, dd, 
J=1 2.0Hz, 2.2Hz). 4.0-4.1 5 (2H, m), 5.2 (1 H, d, J=7.5Hz), 6.7-6.9 (3H, m), 6.96 (1 H, d, J=8.2Hz), 7.09 (1 H, d, J=8.2Hz), 
7.1-7.25 (2H t m), 7.3 (1H, s) 

Example 31 

4-(j^D-Gluc»pyranosy!oxy)-3-[2-(3-{2-[2-hydroxy-1-(hy 
benzofuran 

[0207] The title compound was prepared in a similar manner to that described in Example 21 using 4-(2,3,4,6-tetra- 
0-acetyl-p-D-glucopyranosyloxy)-3-{2-[3-(2-hydroxyethoxy)phenyl]ethyl}benzofuran and 2-amino-2-methyl-1 ,3-pro- 
panedtol instead of 4-(2,3,4,6-tetra-0-acetyl-^D-g!ucopyranosyioxy)-3-{2-[4-(3-hydroxypropoxy)phenyl]et^ 
furan and 2-aminoethanol, respectively. 1 H-NMR (CD 3 OD) 8 ppm: 

1.03 (3H, s), 2.85-3.1 (5H, m), 3.1-3.25 (1H, m). 3.35-3.55 (7H, m), 3.55-3.65 (1H, m), 3.65-3.75 (1H, m), 3.85-3.95 
(1H, m), 3.95-4.1 (2H, m). 5.19 (1H, d, J=7.6Hz), 6.65-6.9 (3H, m), 6.96 (1H, d, J=8.3Hz), 7.09 (1H. d. J=8.4Hz), 
7.1-7.25 (2H, m), 7.3 (1H, s) 

Example 32 

4-(p-D-GIucopyranosyloxy)-3-{2-(3-{2-[2-hydroxy-1 . 1 -di(methyl)ethylamino]ethoxy}phenyl)ethyi]benzofuran 

[0208] The title compound was prepared in a similar manner to that described in Example 21 using 4~(2,3,4,6-tetra- 
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0-at»tyt-^D^!ucopyranosyloxy)-3^2^3-(2^ydroxyethoxy)-pheny1]8thyI}b8nzofuran* and 2-amino-2 -methyl- 1 -propa- 
ne! instead of 4-(2,3,4.6-tetra-0-acetyl-|5-D-glucopyranosyloxy)-3-{24^ 
and 2-aminoethanol, respectively. 
1 H-NMR (CD 3 OD) 8 ppm: 

5 1.08 (6H t s), 2.85-3.25 (6H, m), 3.35-3.55 (5H, m), 3.55-3.65 (1H, m). 3.72 (1H, dd. J=11. 8Hz, 5.7Hz), 3.9 (1H. dd. 
J=11.9Hz, 2.2Hz), 3.95-4.1 (2H, m). 5.19 (1H, d, J=7.7Hz), 6.65-6.9 (3H, m). 6.96 (1H, d, J=7.6Hz), 7.08 (1H, d. 
J=8.2Hz), 7.1-7.25 (2H, m), 7.29 (1H. s) 

Reference Example 33 

10 

342-(4-(2-Carboxyethyl)phenynethylH^ydroxybenzonjran 

[0209] To a suspension of 6Miydroxy-2Xmethoxycarbonylmethoxy)acetophenone (1 g) and 4-formylcinnamic acid 
(0.79 g) in ethancl (10 mL) were added water (2 mL) and potassium hydroxide (3 g), and the mixture was stirred at 

is room temperature overnight. To the reaction mixture was added 1 0% palladium-carbon powder (0.2 g). and the mixture 
was stirred at room temperature under a hydrogen atmosphere overnight The insoluble materia! was removed by 
filtration. The solvent of the filtrate was removed under reduced pressure. To the residue was added 2 mot/L hydrochloric 
acid, and the precipitated crystals were collected by filtration. The crystals were washed with water and dried under 
reduced pressure to give 4-(2-carboxyemyl)-2'-{carboxymethoxy)-6 , -hydroxydihydrochalcone (1.55 g). This material 

20 was dissolved in acetic acid (12 mL). To the solution were added sodium acetate (8.6 g) and acetic anhydride (8.6 mL), 
and the mixture was stirred at 115°C overnight. The reaction mixture was poured into water, and the resulting mixture 
was extracted with diethyl ether. The extract was washed with water twice. To the extract was added 1 mol/L aqueous 
sodium hydroxide solution, and the aqueous layer was separated. The aqueous layer was acidified by addition of 2 
mol/L hydrochloric acid, and the resulting mixture was extracted with diethyl ether. The extract was washed with brine 

25 and dried over anhydrous magnesium sulfate. The solvent was removed under reduced pressure, and the residue was 
purified by column chromatography on silica gel (eluent: n-hexane/ethyl acetate = 1/1) to give the title compound (0.29 
9). 

*H-NMR (DMSO-d 6 ) 8 ppm: 

2.45-2.55 (2H, m), 2.75-2.85 (2H, m). 2.85-3.0 (4H, m), 6. 6 (1H. dd, J=8.0Hz, 0.7Hz), 6.93 (1H, dd. J=8.0Hz, 0.7Hz), 
30 7.05 (1H, t, J=8.0Hz), 7.1-7.2 (4H, m), 7.5 (1H, s), 9.9 (1H, s), 12.08 (1H, s) 

Example 33 

3-[2-(4-{2-[1 -Carbamoyl- 1 -(methyl)ethylcarbamoyt]ethyl}phenyl)ethyl]- 4-(|J-D-glucopyranosyloxy)benzofuran 

35 

[0210] To a solution of 3-{2-[4-(2-carboxyethyl)phenyl]ethyI}-4-hydroxybenzofuran (50 mg) in N.N-diemthylforma- 
mide (1 mL) were added 2-amino-2-methylpropionamide (33 mg), 1-hydroxybenzotriazole (33 mg), triethylamine (0.047 
mL) and 1-ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride (93 mg), and the mixture was stirred at room 
temperature overnight. The reaction mixture was poured into water, and the resulting mixture was extracted with ethyl 

40 acetate. The organic layer was washed with water, a saturated aqueous sodium hydrogen carbonate solution, water 
and brine successively, and dried over anhydrous magnesium sulfate. The solvent was removed under reduced pres- 
sure, and the residue was dissolved in dichloromethane (5 mL). To the solution was added 2,3,4,6-tetra-O-acetyM-O- 
trichloroacetoimidoyt-a-D-glucopyranose (0.12 g). Then boron trifluoride-diethyl ether complex (0.032 mL) was added 
to the mixture under ice-cooling, and the mixture was stirred at room temperature for 30 minutes. The reaction mixture 

45 was purified by column chromatography on silica gel (eluent: n-hexane/ethyl acetate =1/1 -dichloromethane/methanol 
= 20/1) to give 4-(2 1 3 t 4,6-tetra-0-acetyi-|5-D-g!ucopyranos 

ethyl}phenyl)ethyl]benzofuran (57 mg). This material was dissolved in methanol (2 mL). To the solutionwas added 
sodium methoxide (28% methanol solution, 0.015 mL), and the mixture was stirred at room temperature for 1 hour. 
The reaction mixture was concentrated under reduced pressure, and the residue was purified by solid phase extraction 
so on ODS (washing solvent: distilled water, eluent: methanol) to give the title compound (36 mg). 
1 H-NMR(CD 3 OD)8ppm: 

1.36 (3H, s), 1.37 (3H, s), 2.47 (2H, t, J=7.6Hz), 2.86 (2H, t, J=7.6Hz), 2.9-3.1 (3H, m), 3.1-3.25 (1H, m). 3.35-3.45 
(1H, m), 3.45-3. 55 (2H, m), 3. 55-3. 65 (1H, m), 3.71 (1H. dd, J=12.0Hz. 5.8Hz), 3.91 (1H, dd, J=12.0Hz , 2.2Hz), 5.18 
(1H, d, J=7.8Hz), 6.96 (1H, d, J=8.1Hz), 7. 05-7.25 (6H. m), 7.26 (1H, s) 

55 
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Reference Example 34 

3-[2-(4-AcetylaminophenyI)ethy1]-4-hydroxybenzofuran 

5 [Q21 1 J To a mixture of G'-hydroxy-aXmethoxycarbonylmethoxyJacetophenone (2.24 g) and 4-acetylamtnobenzalde- 
hyde (2.45 g) in ethane) (30 ml_) were added water (10 mi_) and potassium hydroxide (6.73 g), and the mixture was 
stirred at room temperature overnight. To the reaction mixture was added 2 mol/L hydrochloric acid (70 mL) f and the 
precipitated crystals were collected by filtration. The crystals were washed with water and dried under reduced pressure 
to give 4-acetylamino-2 , -(carboxymethoxy)-6'-hydroxychalcone(3.35g). A mixture of the obtained 4-acetylamino-2'-(car- 

10 boxymethoxy)-6'-hydroxycha!cone (3.3 g) and 10% palladium-carbon powder (1 g) in methanol (50 mL) was stirred at 
room temperature under a hydrogen atmosphere overnight The insoluble materia! was removed by filtration. The 
solvent of the filtrate was removed under reduced pressure, and the residue was dissolved in acetic acid (13.2 mL). 
To the solution were added sodium acetate (4.77 g) and acetic anhydride (4.8 mL), and the mixture was stirred at 
115°C for 20 hours. The reaction mixture was poured into water, and the resulting mixture was extracted with ethyl 

15 acetate. The extract was washed with water and brine, and dried over anhydrous sodium sulfate. The solvent was 
removed under reduced pressure, and the residue was dissolved in methanol (10 mL). To the solution was added 
sodium methoxide (28% methanol solution, 5 mL), and the mixture was stirred at room temperature for 1 hour. The 
reaction mixture was concentrated under reduced pressure. To the residue were added 1 mol/L hydrochloric acid (30 
mL) and ethyl acetate, and the mixture was stirred for 1hour. The reaction mixture was poured into a saturated aqueous 

20 sodium hydrogen carbonate solution, and the resulting mixture was extracted with ethyl acetate. The extract was 
washed with brine and dried over anhydrous sodium sulfate. The solvent was removed under reduced pressure, and 
the residue was treated with dichioromethane - methanol. The precipitated crystals were collected by filtration. The 
crystals were washed with dichioromethane and dried under reduced pressure to give the title compound (0.86 g). 
1 H-NMR(CD 3 OD)5ppm: 

25 2.1 (3H, s), 2.95-3.05 (4H, m), 6.56 (1H, dd, J=7.8Hz, 0.6Hz), 6.88 (1H, dd, J=8.4Hz, 0.6Hz), 7.0-7.05 (1H, m), 7.1-7.2 
(2H, m), 7.21 (1H, s), 7.35-7.45 (2H, m) 

Example 34 

30 3-[2-(4-Acetylaminophenyl)ethyl3-4-{p-D-glucopyranosyloxy)benzofuran 

[0212] To a mixture of 3-[2-(4-acetylaminophenyl)ethyl]-4-hydroxybenzofuran (30 mg) and 2,3,4,6-tetra-O-acetyl- 
1-O-trichloroacetoimidoyl-a-D-gIucopyranose (64 mg) in dichioromethane (3mL) was added boron trifluoride-diethyl 
ether complex (0.013 mL), and the mixture was stirred at room temperature for three days. The reaction mixture was 
35 poured Into a saturated aqueous sodium hydrogen carbonate solution, and the resulting mixture was extracted with 
ethyl acetate. The extract was washed with brine and dried over anhydrous sodium sulfate. The solvent was removed 
under reduced pressure, and the residue was purified by column chromatography on silica gel (eluent: n-hexane/ethyl 
acetate = 2/3 - 1/2) to give 3-[2-(4-acetylaminophenyl)emyl]-4-(2,3,4,6^ 

furan (38 mg). This material was dissolved in methanol (3 mL). To the solution was added sodium methoxide (28% 
<o methanol solution, 0.02 mL), and the mixture was stirred at room temperature for 2 hours. The reaction mixture was 
concentrated under reduced pressure, and the residue was purified by column chromatography on silica gel (eluent: 
dichloromethane/methanol = 6/1) to give the title compound (12 mg). 
1 H-NMR (CD 3 OD) 6 ppm: 

2.1 (3H, s), 2.9-3.6 (8H, m), 3.71 (1H, dd, J=12.1Hz, 5.5Hz), 3.9 (1H, dd, J=12.1Hz, 2.3Hz), 5.18 (1H. d, J=7.4Hz), 
45 6.96 (1H, d, J=8.0Hz), 7.08 (1H. d, J=8.0Hz), 7.15-7.2 (3H, m), 7.27 (1H. s). 7.35-7.45 (2H, m) 

Reference Example 35 

3-[2-(4-Aminophenyl)ethylJ-4-hydroxybenzofuran 

so 

[0213] A mixture of 3-[2-(4-acetylaminophenyl)ethyl]-4-hydroxybenzofuran (1 .2 g) and n-propanol (4 mL) - 5 mol/L 
aqueous sodium hydroxide solution (8 mL) was heated for reflux overnight. The reaction mixture was cooled to room 
temperature. To the reaction mixture was added 2 mol/L-hydrochloric acid (21 mL). The mixture was poured into a 
saturated aqueous sodium hydrogen carbonate solution, and the resulting mixture was extracted with ethyl acetate. 
55 The extract was washed with brine, and dried over anhydrous sodium sulfate. The solvent was removed under reduced 
pressure, and the residue was treated with ethyl acetate. The precipitated crystals were collected by filtration and dried 
under reduced pressure to give the title compound (0.51 g). 
1 H-NMR (CD 3 OD)8ppm: 
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2.85-3.0 (4H, m), 6.55 (1H. dd, J=8.0Hz , 0.7Hz), 6.65-6.7 (2H, m), 6.87 (1H, dd, J=8. 2Hz, 0.7Hz), 6.95-7.0 (2H, m). 
7.0-7.05 (1H,m), 7.19 (1H, s) 

Example 35 

5 

4^p-D-G!ucopyranosyIoxy)-3-[2-(4-methanesulfonylaminophenyl)8thyl]b8rizofura 

[0214] To a mixture of 3-[2-{4-aminophenyl)ethy]]-4-hydroxybenzofuran (0.3 g) and 2,3,4,6-tetra-O-acetyM-O- 
trichloroacetoimidoyl-a-D-glucopyranose (0.65 g) In dichloromethane (5 mL) was added boron trifluoride-diethyl ether 

10 complex (0.23 mL), and the mixture was stirred at room temperature overnight. The reaction mixture was poured into 
a saturated aqueous sodium hydrogen carbonate solution, and the resulting mixture was extracted with ethyl acetate. 
The extract was washed with brine and dried over anhydrous sodium sulfate . The solvent was removed under reduced 
pressure, and the residue was purified by column chromatography on silica gel (eluent : n-hexane/ethyl acetate =1/1 
- 1/2 - 1/5) to give 3-{2-(4-aminophenyl)ethyl3-4^2,3,4,6-tetra-0^ (0.36 g). To 

15 a solution of the obtained 3-[2-{4-aminophenyl)emyl]-4-(2,3,4,6-tetra-^ (50 
mg) in dichloromethane (3 mL) were added pyridine (0.017 mL) and methanesutfonyl chloride (0.013 mL), and the 
mixture was stirred at room temperature for 1 hour. The reaction mixture was poured into 0.5 moI/L hydrochloric acid, 
and the resulting mixture was extracted with ethyl acetate. The extract was washed with a saturated aqueous sodium 
hydrogen carbonate solution and brine, and dried over anhydrous sodium sulfate. The solvent was removed under 

20 reduced pressure, and the residue was purified by VARIAN BOND ELUT-SCX (eluent: methanol) to give 4-(2,3,4,6-tet- 
ra-0-aretyl-f^D-glucopyranosy1oxy)-3-[2-(4-m (40 mg). This material 

was dissolved in methanol (3 mL). To the solution was added sodium methoxide (28% methanol solution, 0.02 mL), 
and the mixture was stirred at room temperature for 2 hours. The reaction mixture was concentrated under reduced 
pressure. To the residue was added a saturated aqueous sodium hydrogen carbonate solution, and the resulting mixture 

25 was extracted with ethyl acetate. The extract was washed with brine and dried over anhydrous sodium sulfate. The 
solvent was removed under reduced pressure, and the residue was purified by column chromatography on silica gel 
(eluent: dichloromethane/methano! = 8/1) to give the title compound (19 mg). 
1 H-NMR(CD 3 OD)8ppm: 

2.91 (3H, s), 2.95-3.25 (4H. m), 3.4-3.6 (4H, m), 3.71 (1H. dd, J=12.3Hz, 5.7Hz), 3.9 (1H, dd, J=12.3Hz, 2.3Hz), 5.18 
30 (1H, d, J=7.9Hz), 6.96 (1H. d. J=8.1Hz), 7.08 (1H, d, J=8.2Hz), 7.1-7.25 (5H, m), 7.28 (1H, s) 

Example 36 

3- [2-(4-Formylaminophenyl)ethyn-4-((i-D-Glucopyranosyloxy)benzofuran 

35 

[0215] The title compound was prepared in a similar manner to that described in Example 35 using acetic acid - 

formic acid anhydride instead of methanesutfonyl chloride. 

1 H-NMR(CD 3 OD)6ppm: 

2.9-3.25 (4H, m), 3.4-3.65 (4H. m), 3. 71 (1H, dd, J=12.0Hz, 5.6Hz), 3.85-3.95 (1H, m), 5.19 (1H, d, J=7.9Hz), 6.96 
40 (1H, d, J=8.1Hz), 7.0-7.5 (7H, m), 8.22 (0.75H, s), 8.63 (0.25H, s) 

Example 37 

4- (p-D-Glucopyranosyloxy)-3-[2-(4-ureidophenyl)ethyl]benzofuran 

45 

[021 6] To a mixture of 3-[2-(4-aminophenyl)ethyl-4-hydroxybenzofuran (0.3 g) and 2,3,4,6-tetra-O-acetyl-l-O-trichlo- 
roacetoimrdoyl-ct-D-glucopyranose (0.65 g) in dichloromethane (5 mL) was added boron trifluoride-diethyl ether com- 
plex (0.23mL), and the mixture was stirred at room temperature overnight. The reaction mixture was poured into a 
saturated aqueous sodium hydrogen carbonate solution, and the resulting mixture was extracted with ethyl acetate. 

so The extract was washed with brine and dried over anhydrous sodium sulfate. The solvent was removed under reduced 
pressure, and the residue was purified by column chromatography on silica gel (eluent: n-hexane/ethyl acetate =1/1 
- 1/2 - 1/5) to give 3-[2-(4-aminophenyl)emyl]-4-(2,3,4 t 6-tetra^ (0.36 g). To 

a solution of the obtained 3-[2-{4-aminGpheny1)emy1]-4-(2,3,4,6-tetra-0-acet^ (50 
mg) in tetrahydrofuran (2 mL) was added trimethylsilyl isocyanate (0.014 mL), and the mixture was stirred at room 

55 temperature overnight. To the reaction mixture was added water (0.3 mL), and the mixture was stirred at 50°C for 2 
hours. The reaction mixture was poured into 0.5 mo!/L hydrochloric acid, and the resulting mixture was extracted wfth 
ethyl acetate. The extract was washed with a saturated aqueous sodium hydrogen carbonate solution and brine, and 
dried over anhydrous sodium sulfate. The solvent was removed under reduced pressure, and the residue was purified 
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by VARIAN BOND ELUT-SCX (eluent : methanol) to give 4-(2,3,4,6-tetra-0 acetyl-f}-D-g!ucopyranQsy!oxy)-3-[2-{4-ure- 
idophenyl)ethyl]benzafuran (20 mg). This materia! was dissolved in methanol (3m L) . To the solution was added sodium 
methoxide (2 8% methanol solution, 0.02 mL), and the mixture was stirred at room temperature for 2 hours. The reaction 
mixture was concentrated under reduced pressure. To the residue was added a saturated aqueous sodium hydrogen 
5 carbonate solution, and the mixture was extracted with ethyl acetate. The extract was washed with brine and dried 
over anhydrous sodium sulfate. The solvent was removed under reduced pressure, and the residue was purified by 
column chromatography on silica gel (eluent : dichlorometane/methanol = 5/1) to give the title compound (4 mg). 
1 H-NMR (CD 3 OD)5ppm: 

2.9-3.25 (4H,m) t 3.4-3.65 (4H,m). 3.71 (1 H, dd, J=12.1 Hz, 5.7Hz), 3.9 (1H, dd, J=1 2.1 Hz, 2.2Hz), 5.1 8 (1 H, d, J=7.7Hz), 
10 6.96 (1 H, d. J=8.2Hz), 7.05-7.3 (7H, m) 

Reference Example 36 

3- [2-(4-Bromopheny1)ethyl]-4-hydroxybenzofuran 

15 

[0217] To a mixture of 6'-hydroxy-2 -(methoxycarbonylmethoxy)acetophenone (2.24 g) and 4-bromobenzaldehyde 
(2.78 g) in ethanol (30 mL) were addedwater (10 mL) and potassium hydroxide (6.73 g), and the mixture was stirred at 
room temperature overnight. To the reaction mixture was added 2 mol/L hydrochloric acid (70 mL), and the precipitated 
crystals were collected by filtration. The crystals were washed with water and dried under reduced pressure to give 

20 4-bromo-2'-(carboxymethoxy)-6'-hydroxychalcone(3.77g). To a suspension of the obtained 4-bromo-2 , -(carboxymeth- 
oxyj-e-hydroxychalcone (3.7 g) in benzene (150 mL) were added tris(triphenylphosphine)rhodium(l) chloride (1 .82 g) 
and triethylsilane (6.2 mL), and the mixture was stirred at 70°C overnight. To the reaction mixture were added 2 mo!/ 
L aqueous sodium hydroxide solution and diethyl ether, and the aqueous layer was separated. The aqueous layer was 
washed with diethyl ether and acidified by addition of concentrated hydrochloric acid, and the mixture was extracted 

25 with ethyl acetate. The extract was washed with water and brine, and dried over anhydrous sodium sulfate. The solvent 
was removed under reduced pressure, and the residue was treated with n-hexane - ethyl acetate. The precipitated 
crystals were collected by filtration. The crystals were washed with n-hexane and dried under reduced pressure to give 

4- bromo-2'-(carboxymethoxy)-6'-hydroxydihydrochalcone (1 .1 g). This material was dissolved in acetic acid (4.15 mL). 
To the solution were added sodium acetate (1 .5 g) and acetic anhydride (1 .5 mL), and the mixture was stirred at 1 1 5°C 

30 overnight. The reaction mixture was poured into water, and the resulting mixture was extracted with ethyl acetate. The 
extract was washed with water and brine, and dried over anhydrous sodium sulfate. The solvent was removed under 
reduced pressure, and the residue was dissolved in methanol (10 mL). To the solution was added sodium methoxide 
(28% methanol solution 1 .5 mL), and the mixture was stirred at room temperature for 1 hour. The reaction mixture was 
concentrated under reduced pressure. To the residue was added 1 mol/L hydrochloric acid, and the mixture was ex- 

35 traded with ethyl acetate. The extract was washed with water and brine, and dried over anhydrous sodium sulfate. 
The solvent was removed under reduced pressure, and the residue was purified by column chromatography on silica 
gel (eluent: n-hexane/ethyl acetate = 5/1) to give the title compound (0.85 g). 
1 H-NMR (CDCI 3 ) 8 ppm: 

2.95-3.1 (4H, m), 5 . 03 (1H, s), 6 . 54 (1H, dd, J=7.6Hz, 1.1Hz), 7.05-7.15 (4H, m), 7.19 (1H, s), 7.35-7.45 (2H, m) 

40 

Reference Example 37 

3-(2-{4-[1 -Amino- 1-(benzyloxycarbonylimino)methyl]phenyl)ethyl)-4-hydroxybenzofuran 

<5 [0218] A suspension of 3-[2-(4-bromophenyl)ethyl]-4-hydroxybenzofuran (0.5 g), sodium cyanide (0.23 g), tet- 
rakis-(triphenyiphosphine) palladium (0) (91 mg) and copper (I) iodide (30 mg) in acetonitrile (5 mL) was heated for 
reflux for three days. To the reaction mixture was added water, and the resulting mixture was extracted with ethyl 
acetate. The extract was washed with water and brine, and dried over anhydrous sodium sulfate. The solvent was 
removed under reduced pressure, and the residue was purified by column chromatography on silica gel (eluent: n- 

50 hexane/ethyl acetate = 5/1) to give 3-[2-(4-cyanophenyl)ethyl]-4-hydroxybenzofuran (0.14 g). To a solution of hexam- 
ethyldisilazane (0.35 mL) in diethyl ether (2 mL) was added /r-butyl lithium (2.46 mol/L n-hexane solution 0.7 mL) under 
ice-cooling, and the mixture was stirred at the same temperature for 10 minutes. To the reaction mixture was added a 
solution of the 3-[2-(4-cyanophenyl)ethyl]-4-hydroxybenzofuran (0.13 g) in diethyl ether (3 ml), and the mixture was 
stirred at room temperature for 2 hours. To the reaction mixture was added 2 mol/L hydrochloric acid, and the resulting 

55 mixture was washed with diethyl ether twice. The aqueous layer was basified by addition of 2 mol/L aqueous sodium 
hydroxide solution, and the mixture was poured into a saturated aqueous sodium hydrogen carbonate solution. The 
resulting mixture was extracted with a mixed solvent of dichlorornetarte ar.d methanol (5/1 ) (three times), and the extract 
was dried over anhydrous magnesium sulfate. The solvent was removed under reduced pressure to give 3-[2-(4-car- 
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bamimtdoy[phenyl)ethyl]-4-hydroxybenzofuran (0.11 g). This material was dissolved in 1,4-dioxane (5 mL) - 1 mo!/L 
aqueous sodium hydroxide solution (5 mL). To the solution was added benzyl chJoroformate (0.1 mL), and the mixture 
was stirred at room temperature overnight To the reaction mixture was added 1 mo!/L hydrochloric add (5 mL). and 
the mixture was poured into a saturated aqueous sodium hydrogen carbonate solution. The resulting mixture was 
5 extracted with ethyl acetate. The extract was washed with brine and dried over anhydrous sodium sulfate. The solvent 
was removed under reduced pressure, and the residue was purified by column chromatography on silica gel (eluent: 
1 i n-hexane/ethyl acetate = 2/1) to give the title compound (35 mg). 

1 H-NMR(CDCl3)8ppm: 

I 3.0-3.05 (4H, m), 4.71 (1H. d. J=5.8Hz), 5.23 (2H, s). 5.85 (1H, brs), 6.58 (1H, dd, J=7.5Hz, 0.8Hz), 7.0-7.1 (2H. m), 

i 10 7.16 (1H,s), 7.2-7.5 (8H. m), 7.75-7.8 (2H, m) 

Example 38 



3-[2-(4-Carbamimidoylphenyl)ethyl]-4-(P-D-glucopyranosyloxy)benzofuran 

15 

[0219] To a mixture of 3-(2^4-[1-amino-1-(benzyloxycarbonylim^ (30 
mg) and 2,3,4. 6-tetra-0-acetyl-1-0-trichloroacetoimidoylK3t-D-glucopyranose (43 mg) in dichloromethane (3 mL) was 
added boron trifluoride-diethyl ether complex (0.009 mL). and the mixture was stirred at room temperature for 3 days. 
The reaction mixture was poured into a saturated aqueous sodium hydrogen carbonate solution, and the resulting 

20 mixture was extracted with ethyl acetate. The extract was washed with brine and dried over anhydrous sodium sulfate . 
The solvent was removed under reduced pressure, and the residue was purified by column chromatography on silica 
gel (eluent: n-hexane/ethyl acetate = 1/1 - 2/3) to give 4-(2,3,4,6-tetra-0-acetyl-P-D-glucopyranosyloxy)-3-(2-{4-[1-ami- 
no-1-(benzyloxycarbonylimino)methyl]phenyl}ethyl)benzofuran (42 mg). This material was dissolved in methanol (3 
mL). To the solution was added sodium methoxide (28% methanol solution, 0.02 mL), and the mixture was stirred at 

25 room temperature for 1 hour. To the reaction mixture was added a saturated aqueous sodium hydrogen carbonate 
solution, and the resulting mixture was extracted with ethyl acetate . The extract was washed with brine and dried over 
anhydrous sodium sulfate. The solvent was removed under reduced pressure, and the residue was purified by column 
chromatography on silica gel (eluent : dichloromethane/methanol =10/1) to give 3-(2-{4-[1-amino-1-(benzyloxycarbo- 
nylimino)methy0phenyl}ethyl)-4-(p-D-glucopyranosyloxy)benzofuran (20 mg). This material was dissolved in methanol 

30 (3 mL). To the solution was added 10% palladium-carbon powder (10 mg), and the mixture was stirred at room tem- 
perature under a hydrogen atmosphere for 2 hours. The insoluble material was removed by filtration. The solvent of 
the filtrate was removed under reduced pressure to give the title compound (13 mg). 
1 H-NMR (CD 3 OD)8ppm: 

3.05-3.6 (8H, m), 3.72 (1H, dd, J=12.1Hz, 5.5Hz), 3.91 (1H, dd, J=12.1Hz, 1.9Hz), 5.2 (1H, d. J=7.1Hz), 6.98 (1H, d, 
35 J=8.2Hz), 7.08 (1H, d. J=8.2Hz), 7.2 (1H, t, J=8.2Hz), 7.27 (1H, s), 7.41 (2H, d, J=8.2Hz), 7.67 (2H, d, J=8.2Hz) 



Reference Example 38 



3-[2-(4-Carboxyphenyl)ethyl]-4-hydroxybenzofuran 

40 

[0220] To a mixture of 2 , -benzyloxy-6'-hydroxyacetophenone (2.42 g) and methyl 4-formyIbenzoate (2.46 g) in eth- 
anol (50 mL) were added water (1 5 mL) and potassium hydroxide (6.73 g), and the mixture was stirred at 50°C overnight. 
To the reaction mixture was added 2 mol/L hydrochloric acid (70 mL), and the precipitated crystals were collected by 
filtration. The crystals were washed with water and dried under reduced pressure to give ^-benzyloxy-^carboxy-e'- 

45 hydroxychalcone (3.55 g). This material was dissolved in N,W-dimethy1formamide (35 mL). To the solution were added 
potassium carbonate (3.88 g) and methyl bromoacetate (1.95 mL) t and the mixture was stirred at room temperature 
overnight. The reaction mixture was poured into water, and the resulting mixture was extracted with ethyl acetate. The 
extract was washed with water and brine, and dried over anhydrous sodium sulfate. The solvent was removed under 
reduced pressure, and the residue was dissolved in methanol (20 mL) - ethyl acetate (10 mL). To the solution was 

so added 1 0% palladium-carbon powder (1 g), and the mixture was stirred at room temperature under a hydrogen'atmos- 
phere for 7 hours. The insoluble material was removed by filtration. The solvent of the filtrate was removed under 
reduced pressure, and the residue was treated with n-hexane. The precipitated crystals were collected by filtration and 
dried under reduced pressure to give 6 , -hydroxy-2'-(methoxycarbonylmethoxy)-4-(methoxycarbonylme thoxycarbonyl) 
dihydrochalcone (2.56 g). This material was suspended in methanol (17 mL) To the suspension was added sodium 

55 methoxide (28% methanol solution, 3.35 mL), and the mixture was heated for reflux overnight. The reaction mixture 
was cooled to room temperature. To the mixture was added 1 mol/L hydrochloric acid (30 mL), and the resulting mixture 
was extracted with ethyl acetate. The extract was washed with water and brine, and dried over anhydrous sodium 
sulfate. The solvent was removed under reduced pressure. To the residue were added methanol (25 mL) and 2 mo!/ 
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L aqueous sodium hydroxide solution (50 ml_), and the mixture was stirred at 60°C overnight The reaction mixture 
was coded to room temperature. To the mixture were added 2 mol/L hydrochloric acid (55 mL) and water (50 ml_), and 
the mixture was stirred at room temperature for 1 hour. The precipitated crystals were collected by filtration, washed 
with water and dried under reduced pressure to give 2-carboxy-3-[2-(4-carboxyphenyl)ethyI]-4-hydroxybenzofuran 

s (1 .45 g). This material was suspended in quinoline (12 mL). To the suspension was added a catalytic amount of copper 
powder, and the mixture was stirred at 200°C for 1 hour. The reaction mixture was cooled to room temperature. To the 
mixture were added 1 mol/L hydrochloric acid and ethyl acetate, and the insoluble material was removed by filtration. 
The organic layer was separated from the filtrate. The organic layer was washed with water and brine, and dried over 
anhydrous sodium sulfate. The solvent was removed under reduced pressure, and the residue was purified by column 

10 chromatography on silica gel (eluent : dichloromethane/methanol = 20/1) to give the title compound (80 mg). 
1 H-NMR (CD 3 OD) 6 ppm: 

3.0-3.15 (4H, m), 6.55-6.6 (1H, m), 6.85-6.9 (1H, m), 7.0-7.1 (1H. m), 7.23 (1H, s), 7.3-7.35 (2H, m), 7.9-7.95 (2H, m) 
Reference Example 39 

15 

3-[2-(4-Carbamoylphenyl)ethyl]-4-hydroxybenzofuran 

[0221 ] To a mixture of 3-[2-(4-carboxyphenyl)ethyl]-4-hydroxybenzofuran (80 mg), ammonium hydrogen carbonate 
(90 mg) and hydroxybenzofuran (50 mg) and 2,3,4,6-tetra-O-acetyttriichtoroacetoimidoyl-a-D-^lucopyranose (96 mg) 

20 in oromethane (3mL) was added boron trifluoride-diethylether (1) (0.022 mL), and the mixture was stirred at room 
temperature overnight. The reaction mixture was poured into saturated aqueous sodium hydrogen carbonate solution, 
and the resulting mixture was extracted with ethyl acetate. The extract washed with brine and dried over anhydrous 
sodium sulfate, solvent was removed under reduced pressure, and the residue purified by column chromatography on 
silica gel (eluent: dichloromethane/methanol = 20/1) to give 4-(2,3,4,6-0-acetyl-p-D-glucopyranosyloxy)-3-[2-(4-car- 

25 bamoylethyljbenzofuran (80 mg). This material was dissolved methanol (3 mL). To the solution was added sodium 
methoxide methanol solution, 0.02 mL), and the mixture was stirred mom temperature for 2 hours. The solvent was 
removed under reduced pressure. To the residue was added a saturated aqueous sodium hydrogen carbonate solution, 
and the resulting mixture extracted with ethyl acetate. The extract was washed with and dried over anhydrous sodium 
sulfate. The solvent was dried under reduced pressure, and the residue was treated with oromethane. The precipitated 

30 crystals were collected by filtration and dried under reduced pressure to give the title compound (1 3 mg) . MR (CD3OD) 
5 ppm: 8.6 (8H, m), 3 . 71 (1H, dd, J=12.0Hz, 5.8Hz), 3 . 91 (1H. dd, OHz, 2.2Hz), 5.19 (1H, d, J=7.9Hz), 6 . 97 (1H, 
d, J=7.7Hz), 7.09 (1H, d, J=8.2Hz), 7.15-7.25 (1H, m), 7.27 (1H, s), 7.3-7.35 (2H, m), 7.75-7.8 (2H, m) 

Reference Example 40 

35 

6 , -Hydroxy-2'-(tetrahydropyran-2-yloxy)acetophenone 

[0222] 2',6'-Dihydroxyacetophenone (5.0 g) was dissolved in dioxane (20 mL) and 3,4-dihydro-2H-pyran (16 mL). 

To the solution was added p-toluenesulfonic acid monohydrate (0.21 g), and the mixture was stirred at room temperature 
40 for 1 .5 hours. The reaction mixture was diluted with diethyl ether, and the mixture was washed with 5% aqueous 

potassium carbonate solution. The organic layer was extracted with 2 mol/L aqueous sodium hydroxide solution, and 

the aqueous layer was neutralized until pH was about 8. The resulting mixture was extracted with diethyl ether. The 

organic layer was washed with water and brine, and dried over anhydrous magnesium sulfate to give the title compound 

(5.64 g). 
45 iH-NMR(CDCl3)5ppm: 

1.6-2.0 (6H, m), 2.75 (3H, s), 3.7-3.75 (1H, m), 3.85-3.95 (1H. m). 5.53 (1H, d, J=2.9Hz), 6.59 (1H, dd, J=8.4, 1.0Hz), 

6-.70 (1H, dd, J=8.4, 1.0Hz), 7.32 (1H, t, J=8.4Hz), 13.08 (1H, s) 



so 
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Example 40 

3-[2-(Furan-2-yl)sthyI]-4-{p-D-g!uccpyr£nosyIoxy)b8nzofursn 

Process 1) 

[0223] 




resin 



[0224] Argogel (registered trademark)-NH 2 resin (Argonote : 0.43 mmol/g : 5.0 g) was suspended in A/,A/-dimethyf- 
formamide, and the suspension was allowed to stand at room temperature for 30 minutes. The excess solvent was 
removed. A/-9-(Fluorenytmethoxycarbonyl)piperidin-4-carboxylic acid (3.78 g) and 1-hydroxybenzotriazole (1.45 g) 
were dissolved in N,W-dimethy1formamide (50 mL). To the solution was added N.N-diisopropytcarbodiimide (1.68 mL) 
under ice-cooling, and the mixture was stirred for 10 minutes. The reaction mixture was added to the above resin, and 
the mixture was stirred at room temperature for 20 hours. The excess solvent was removed, and the resin was washed 
with dichloromethane (three times), N.fV-dimethylformamide (three times) and dichloromethane (three times). The 
same washing procedure was repeated twice. The obtained resin was treated with a solution of 2% 1,8-diazabicyclo 
[5.4.0]undec-7-ene in N, A/-dimethylformamide at room temperature for 1 hour, and the solvent was removed. The resin 
was further treated with a solution of 2% 1,8-diazabicyclo[5.4.0]undec-7-ene in A/,W-dimethylformamidefor30 minutes, 
and the solvent was removed. The resin was washed with dichloromethane (three times), A/.rV-dimethylformamide 
(three times), dichloromethane (six times), N.W-dimethylformamide (three times) and dichloromethane (three times) . 
The obtained resin was suspended in dichloromethane, and the mixture was allowed to stand at room temperature for 
30 minutes. The excess solvent was removed. To a solution of bromoacetic acid (2.99 g) in dichloromethane (25 mL) 
was added N,/v*-diisopropy1carbodiimide (1.68 mL), and the mixture was stirred at room temperature for 2 hours. The 
generated precipitates were removed by filtration, and the filtrate was added to the above resin. To the mixture were 
added a solution of 4-dimethylaminopyridine (0.026 g) in dichloromethane (1 mL) and A/,W-diisopropylethylamine 
(2.24mL), and the mixture was stirred at room temperature for 20 hours. The solvent was removed, and the resin was 
washed with dichloromethane (three times). The same condensing procedure was repeated, and the solvent was 
removed. The resin was washed with dichloromethane (six times), N, W-dimethylformamide (three times), dichlorometh- 
ane (six times). A/./V-dimethylformamide (three times) and dichloromethane (three times). The obtained resin was sus- 
pended in W,A/-dimethylformamide, and the mixture was stirred at room temperature for 30 minutes. The excess solvent 
was removed. A solution of 6 , -hydroxy-2'-(tetrahydropyran-2-yloxy)acetophenone (2.03 g) in A/,rV-dimethylformamide 
(35 mL) was added to the above resin. To the mixture was added potassium carbonate (2.08 g), and the mixture was 
stirred at room temperature for 20 hours. The solvent was removed, and the resin was washed with 50% aqueous 
tetrahydrofuran solution (five times), methanol (three times), A/,A/-dimethylformamide (three times) and dichlorometh- 
ane (three times). The resin was dried under reduced pressure. 

Process 2) 

[0225] 




OH 



[0226] The obtained resin in process 1 (0.70 g) was suspended in ethanol, and the mixture was allowed to stand at 
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room temperature for 30 minutes. The excess solvent was removed. A solution of 2-furaldehyde (0.15 g) in ethano! (5 
mL), ethano] (2 mL) and 5 moI/L aqueous potassium hydroxide solution (0.3 mL) were added to the above resin, and 
the mixture was stirred at room temperature for 15 hours. The solvent was removed, and the resin was washed with 
methanol (three times), N.N-dlmethylformamide (three times) and dichloromethane (six times). The obtained resin was 

5 suspended in benzene, and the mixture was allowed to stand at room temperature for 30 minutes. The excess solvent 
was removed. A suspension of tris-(triphenyIphosphine)rhodium (I) chloride (0.084 g) in benzene (5 mL), benzene (2 
mL) and triethylsilane (0.48 mL) were added to the above resin, and the mixture was stirred at 70°C for 3 hours. The 
solvent was removed, and the resin was washed with dichloromethane (five times), W, W-dimemylformamide (five times), 
methanol (five times) and A/,N-dimethyfformamide (three times). rV.N-Dimethylformamide was added to the obtained 

10 resin, and the mixture was stirred for 5 minutes. The excess solvent was removed. A suspension of sodium tert-butoxide 
(0.087 g) in A/,A/-dimethylfdrmamide (5 mL) and N,AWimethyff6rmamide (2 mL) were added to the above resin, and 
the mixture was stirred at room temperature for 3 hours. To the reaction mixture was added a small amount of water, 
and the solvent was removed. The resin was washed with N,N-dimethylformamide (three times), dichloromethane 
(three times), W,A/-dimethytformamide (three times) and dichloromethane (three times). The obtained resin was sus- 

*5 pended in ethano!, and the mixture was stirred for 30 minutes. The excess solvent was removed. To the resin were 
added a solution of p-toluenesulfonic acid monohydrate (0.1 2 g) in ethano! (5 mL) and ethanol (2 mL), and the mixture 
was stirred at 70°C for 3 hours. The solvent was removed, and the resin was washed with ethanol (three times), 
dichloromethane (three times), methanol (three times). A/.N-dimethylformamide (three times) and dichloromethane 
(three times). To the obtained resin were added a solution of 2,3,4,6-tetna-O-acetyl-l-O-trichloroacetoimidoyl-a-D- 

20 glucopyranose (0.45 g) in dichloromethane (5 mL), dichloromethane (2 mL) and boron trifluoride-diethyl ether complex 
(0.11 mL), and the mixture was stirred at room temperature for 8 hours. The solvent was removed, and the resin was 
washed with dichloromethane (five times), A/,A/-dimethylformamide (five times) and methanol (five times). The obtained 
resin was suspended in ethanol, and the mixture was allowed to stand at room temperature for 30 minutes. The excess 
solvent was removed. To the resin were added ethano! (3.5 mL) and 5 mol/L aqueous potassium hydroxide solution 

25 (3.5 mL), and the mixture was stirred at 70°C for 5 hours. The mixture was further stirred at room temperature for 20 
hours. The resin was removed by filtration, and the resin was washed with ethanol. The washing solvents were com- 
bined and concentrated, and the residue was suspended in water (10 mL). The mixture was neutralized by addition of 
citric acid and purified by solid phase extraction on ODS (washing solvent: distilled water, eluent: methanol). The filtrate 
was concentrated under reduced pressure, and a suspension of the obtained residue and a catalytic amount of copper 

30 powder in quinoline (1 mL) was heated at 200°C for 1 hour. The insoluble material was removed by filtration and washed 
with methanol. The washing solvents were combined and concentrated under high vacuum pressure using centrifugal 
evaporator. The residue was purified by preparative reverse phase column chromatography (Shiseido CAPCELL PAK 
UG5 ODS, 5 urn, 120 A, 20 X 50 mm, linear gradient, water/acetonitrile = 90/10 - 10/90), and the fractions were 
concentrated under reduced pressure to give the title compound (0.006 g). MS(ESI, m/z) : 408 [M+NH 4 ] + 

35 

Example 41 

4-(P-D'Glucopyranosyloxy)-3-[2-(2-pyridyl)ethyl]benzofuran 

40 [0227] The title compound was prepared in a similar manner to that described in Example 40 using 2-formylpyridine 
instead of 2-furaldehyde. 
MS(ESI, m/z) : 402 [M+H]+ 

Example 42 

45 

4-(P-D-Glucopyranosyloxy)-3-{2-(3-pyridyl)ethyl]benzofuran 

[0228] The title compound was prepared in a similar manner to that described in Example 40 using 3-formylpyridine 
instead of 2-furaldehyde. 
50 MS(ESI, m/z) : 402 [M+H]+ 

Example 43 

4-(p-D-Glucopyranosyloxy)-3-{2-(4-pyridyl)ethyl3benzofuran 

55 

[0229] The title compound was prepared in a similar manner to that described in Example 40 using 4-formylpyridine 
instead of 2-furaidehyde. 
MS(ESI, m/z) : 402 [M+H]+ 
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Example 44 

4-(p-D-GlucopyranosyJoxy)-3^2-<4-methoxyphenyl)ethyI]benzofuran 

[0230] The title compound was prepared in a similar manner to that described in Example 40 using 4-methoxyben- 
zaldehyde instead of 2-furaIdehyde. 
MS(ESI, m/z) : 448 [M+NHJ* 
1 H-NMR (CD 3 OD)5ppm: 

2.85-3.1 <3H, m). 3.1-3.25 (1H,m), 3.35-3.45 (1H, m), 3.45-3.55 (2H. m), 3.55-3.65 (1H, m), 3.71 (1H f dd, J=12.1Hz t 
5.8Hz), 3.75 (3H, s), 3.9 (1H, dd, J=12.1Hz, 2.1Hz), 5.18 (1H, d, J=7.6Hz), 6.75-6.85 (2H, m), 6.95 (1H, d. J=8.0Hz), 
7.08 (1H, d, J=8.0Hz), 7.1-7.15 (2H, m), 7.18 (1H, t, J=8.0Hz), 7.25 (1H, s) 

Example 45 

3-[2-(Benzofuran-2-yl)ethyl]-4-(P-D-glucopyranosyloxy)benzofuran 

[0231] The title compound was prepared in a similar manner to that described in Example 40 using 2-formylbenzo- 
furan instead of 2-furaldehyde. 
MS(ESI, m/z) : 456 [M+NHJ* 

Example 46 

3-[2-(4-Dimethy1aminopheny1)ethyI]-4-(p-D-glucopyranosyloxy)benzofuran 

[0232] The title compound was prepared in a similar manner to that described in Example 40 using 4-dimethylami- 
nobenzaldehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 444 [M+H] + 

Example 47 

3- l2-(4-Carboxyphenyl)ethyl]-4-(P-D-glucopyranosyloxy)benzofuran 

[0233] The title compound was prepared in a similar manner to that described in Example 40 using methyl 4-formyl- 
benzoate instead of 2-furaldehyde. 
MS(ESI, m/z): 462 [M+NHJ+ 

Example 48 

4- (P-D-G!ucopyranosyloxy)-3-(2-[3-(phenyl)phenyl]ethyl)benzofuran 

[0234] The title compound was prepared in a similar manner to that described in Example 40 using 3-phenylbenzal- 
dehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 494 [M+NHJ* 

Example 49 

4-(p-D-GIucopyranosyloxy)-3-[2-(4-methanesulfonylphenyl)ethyl]benzofuran 

[0235] The title compound was prepared in a similar manner to that described in Example 40 using 4-methanesul- 
fonylbenzaldehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 496 [M+NHJ+ 

Example 50 

3-[2-(4-Aminophenyl)ethyl]-4-(p-D-glucopyranosyloxy)benzofuran 

[0236] The tit!e compound was prepared in a similar manner to that described in Example 40 using 4-acetyiami- 
nobenzaldehyde instead of 2-furaldehyde. 
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MS(ESI,m/z):416[M+Hr 
Example 51 

3-[2-(2-Fluorophenyl)ethyI3-4-(P-D-g!ucopyranosyloxy)b8nzofuran 

[0237] The title compound was prepared in a similar manner to that described in Example 40 using 2-fiuorobenzal- 
dehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 436 [M+NHJ* 

Example 52 

3-[2-(3-FluorophenyI)ethyl]-4-0-D-glucopyranosy!oxy)benzofuran 

[0238] The title compound was prepared in a similar manner to that described in Example 40 using 3-fluorobenzal- 
dehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 436 [M+NHJ+ 

Example 53 

3- [2-(4-Fluorophenyl)ethyl]^-(^D^Iuo)pyranosyloxy)benzofuran 

[0239] The title compound was prepared in a similar manner to that described in Example 40 using 4-fluorobenzal- 
dehyde instead of 2-furaldehyde. 
MS(ESI. m/z) : 436 [M+NHJ* 

Example 54 

4- ((^D-Glucopyranosyloxy)-3-{2-(2,4-dimethylpheny1) ethyl]benzofuran 

[0240] The title compound was prepared in a similar manner to that described in Example 40 using 2,4-dimethyl- 
benzaldehyde instead of 2-furaldehyde. 
MS(ESI. m/z) : 446 [M+NHJ+ 

Example 55 

3- [2-(4-Ethylphenyl)ethyl]-4-((J-D-gIucopyranosyloxy)benzofuran 

[0241] The title compound was prepared in a similar manner to that described in Example 40 using 4-ethylbenzal- 
dehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 446 [M+NHJ* 

Example 56 

4- ((5-D-Glucopyranosyloxy)-3-{2-(3,4-dimethylphenyltethyl]benzofuran 

[0242] The title compound was prepared in a similar manner to that described in Example 40 using 3,4-dimethyl- 
benzaldehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 446 [M+NHJ* 

Example 57 

4-(P-D-Glucopyranosyloxy)-3-{2-(4-isopropy1phenyl)ethyl]benzofuran 

[0243] The title compound was prepared in a similar manner to that described in Example 40 using 4-isopropyfben- 
zatdehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 460 [M+NHJ* 



62 



EP 1 609 798 A1 

Example 58 

3-[2-<2-Ch!oroph8nyl)ethyI]-4-(P-D-g!ucopyranosyloxy)benzofuran 

[0244] The title compound was prepared in a similar manner to that described in Example 40 using 2-chlorobenzal- 
dehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 452 [M+NHJ* 

Example 59 

3-[2-(3-ChIorophenyl)ethyl]«4-0-D-glucopyranosy!oxy)ben2ofiiran 

[0245] The title compound was prepared in a similar manner to that described in Example 40 using 3-chlorobenzal- 
dehyde instead of 2-furaldehyde. 
MS(ESI. m/z) : 452 [M+NHJ+ 

Example 60 

3-[2-(4-ChIorophenyl)ethyl]-4-0-D-glucopyranosyloxy)benzofuran 

[0246] The title compound was prepared in a similar manner to that described in Example 40 using 4-chlorobenzal- 
dehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 452 [M+NHJ* 

Example 61 

3- [2-(4-Ethoxyphenyl)ethyl]-4-(p-D-g!ucopyranosyloxy)benzofuran 

[0247] The title compound was prepared in a similar manner to that described in Example 40 using 4-ethoxybenzal- 
dehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 462 [M+NHJ* 

Example 62 

4- (p-D-Glucopyranosyloxy)-3-[2-(4-methylthiophenyl)ethyl]-benzofuran 

[0248] The title compound was prepared in a similar manner to that described in Example 40 using 4-methylthioben- 
zaldehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 464 [M+NHJ* 

Example 63 

4-(p-D-Glucopyranosyloxy)-3-{2-(naphtalen-2-y1)ethyl]-benzofuran 

[0249] The title compound was prepared in a similar manner to that described in Example 40 using 2-naphtoaldehyde 
instead of 2-furaldehyde. 
MS(ESI, m/z) : 468 [M+NHJ* 

Example 64 

3-[2-(4-Butylphenyl)ethy1]-4-(p-D-glucopyranosyloxy)benzofuran 

[0250] The title compound was prepared in a similar manner to that described in Example 40 using 4-butyIbenzal- 
dehyde instead of 2-furaldehyde. 
MS(ESI, m/z) : 474 [M+NHJ* 
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Example 65 

4-(P-D-Gliicopyranosyloxy)-3-[2-(4-isobutyJpheny))ethyl]-b8nzofuran 

s [0251] The title compound was prepared in a similar manner to that described in Example 40 using 4-isobutyIben- 
zaldehyde instead of 2-fura!dehyde. 
MS(ESl. m/z) : 474 [M+NHJ* 

Reference Example 41 

10 

4-(3-Benzyloxypropyl)benza!dehyde 

[0252] To a solution of ethyl diethylphosphonoacetate (1 .96 mL) in tetrahydrofuran (40 mL) was added sodium hy- 
dride (60%, 0.39 g) under ice-cooling, and the mixture was stirred for 10 minutes. To the reaction mixture was added 

*5 a solution of terephthalaldehyde mono(diethylacetal) (1 .86 g) in tetrahydrofuran (10 mL), and the mixture was stirred 
at room temperature for 5 hours. The reaction mixture was poured into a saturated aqueous ammonium chloride so- 
lution, and the resulting mixture was extracted with diethyl ether. The extract was washed with water twice and dried 
over anhydrous magnesium sulfate, and the solvent was removed under reduced pressure. To a solution of the residue 
in tetrahydrofuran (25 mL) was added 5% platinum-carbon powder (0.22 g), and the mixture was stirred at room tem- 

20 perature under a hydrogen atmosphere overnight. The insoluble material was removed by filtration, and the filtrate was 
concentrated under reduced pressure. A solution of the residue in diethyl ether (10 mL) was added to a suspension 
of lithium aluminum hydride (0.44 g) in diethyl ether (30 mL) under ice-cooling, and the mixture was heated for reflux 
for 1hour. The reaction mixture was cooled in ice. To the mixture was added water (0.6 mL), 15% aqueous sodium 
hydroxide solution (0.6 mL) and water (1 .6 mL) successively, and the resulting mixture was stirred at room temperature 

25 for 10 minutes. The insoluble material was removed by filtration, and the filtrate was concentrated under reduced 
pressure. To a solution of the residue inN.N-dimethylformamide (30mL) was added sodiumhydride (60%, 0.46 g) under 
ice-cooling, and the mixture was stirred for 10 minutes. To the mixture was added benzyl bromide (0.99 mL), and the 
mixture was stirred at room temperature overnight. To the reaction mixture was added ice water, and the resulting 
mixture was extracted with diethyl ether. The extract was washed with water and dried over anhydrous magnesium 

30 sulfate, and the solvent was removed under reduced pressure. To a solution of the residue in tetrahydrofuran (24 mL) 
was added 2 mol/L hydrochloric acid (4.1 mL) at room temperature, and the mixture was stirred for 1.5 hours. The 
reaction mixture was poured into water, and the resulting mixture was extracted with diethyl ether. The extract was 
washed with water twice and dried over anhydrous magnesium sulfate. The solvent was removed under reduced pres- 
sure to give the title compound (2.18 g). 

35 iH-NMRfCDCySppm: 

1.9-2.0 (2H, m), 2.81 (2H, t, J=7.8Hz), 3.49 (2H, t. J=6.0Hz), 4.51 (2H. s), 7.25-7.4 (7H, m), 7.75-7.85 (2H, m), 9.97 
(1H, s) 

Reference Example 42 

40 

2\6'-Dihydroxy-4 , -methylacetophenone 

[0253] To a solution of orcinol (30 g) in pyridine (240 mL) was added acetic anhydride (91 mL) at room temperature, 
and the mixture was stirred for 16 hours. The reaction mixture was concentrated under reduced pressure, and the 

45 residue was dissolved in ethyl acetate. The solution was washed with 1 moi/L hydrochloric acid, water, a saturated 
aqueous sodium hydrogen carbonate solution and brine successively, and dried over anhydrous sodium sulfate. The 
solvent was removed under reduced pressure to give orcinol diacetate (43.7 g). To a suspension of aluminum chloride 
(19.3 g) in chlorobenzene (50 mL) was added a solution of orcinol diacetate (10g) in chlorobenzene (8 mL) in a dropwise 
manner at 90°C, and the mixture was stirred at the same temperature for 1 hour. The reaction mixture was poured into 

50 o. 5 mol/L hydrochloric acid cooled in ice, and the resulting mixture was stirred for 30 minutes. The mixture was extracted 
with ethyl acetate, and the extract was washed with water and dried over anhydrous sodium sulfate. The solvent was 
removed under reduced pressure. To the residue was added n-hexane (100 mL). and the mixture was stirred at room 
temperature for 30 minutes. The insoluble material was collected by filtration and dried under reduced pressure to give 
the title compound (7.2 g). 

55 1 H-NMR (CDCy 5 ppm: 

2.24 (3H, s), 2.7 (3H. s), 6.21 (2H, s), 8.8-9.85 (2H. br) 
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Reference Example 43 

242,3,4,6-Tetra-O-acetyt-f^D-glucttpyranosyloxy)^^ 

5 [0254] The title compound was prepared in a similar manner to that described in Reference Example 24 using 2\6- 
dihydroxy-4'-methylacetophenone instead of ^.e'-dihydroxyacetophenone. 1 H-NMR (CDCy 8 ppm: 
2.04 (3H, s), 2.05 (3H, s). 2.06 (3H, s), 2.07 (3H t s), 2.31 (3H, s), 2.59 (3H,s), 3.85-3.95 (1H, m), 4.17 (1H. dd, J=12.4Hz , 
2.6Hz), 4.26 (1H, dd, J=12.4Hz, 5.5Hz), 5.15-5.25 (1H, m). 5.25-5.4 (3H, m); 6.28 (1H, d. J=0.9Hz), 6.52 (1H, d, 
J=0.9Hz), 13.1 (1H, s) 

10 

Reference Example 44 

2 , -(2,3,4,6-Tetra-0-acetyi-jH)-glucopyra 

15 [0255] The title compound was prepared in a similar manner to that described in Reference Example 25 using 
242,3,4 l 6-tetra-0-acetyl-p-D-glucopyranosyloxy)-6'-hydroxy-4 , -memylacetopn instead of 2'-(2,3,4,6-tetra-0- 
acetyl-p-D-glucopyranosyloxyJ-e'-hydroxyacetophenone. 
1 H-NMR (CDCI3) 5 ppm: 

2.02 (3H, s), 2.05 (3H, s). 2.1 06 (3H, s), 2.111 (3H, s). 2.31 (3H, s). 2.46 (3H, s), 3.78 (3H, s), 3.85-3.9 (1 H. m), 4.15-4.3 
20 (2H, m), 4.62 (2H. s). 4.99 (1H, d, J=7.6Hz), 5.05-5.15 (1H, m), 5.2-5.3 (2H. m) ( 6.35 (1H, s), 6.6 (1H. s) 

Example 66 

4-(P-D-Glucopyranosyloxy)-6-methyl-3-[2-(4-methy1phenyl)ethyl]benzofuran 

25 

[0256] To a suspension of 2 , -(2,3,4,6-tetra-0-acetyl-^D-glucopyranosyloxy)-6 , -memoxycarbonylmemoxy-4 , -mem 
lacetophenone (0.35 g) and p-tolualdehyde (81 mg) in ethanol (10 mL) were added water (1.7 mL) and potassium 
hydroxide (0.41 g), and the mixture was stirred at room temperature for 4 hours. The reaction mixture was poured into 
1 mol/L hydrochloric acid (7.5 mL), and the resulting mixture was extracted with ethyl acetate twice. The extracts were 

30 combined and washed with brine, and dried over anhydrous magnesium sulfate. The solvent was removed under 
reduced pressure, and the residue was dissolved in methanol (6 mL) - tetrahydrofuran (1 mL). To the solution was 
added 10% palladium-carbon powder (0.11 g), and the mixture was stirred at room temperature under a hydrogen 
atmosphere for 2 hours. The insoluble material was removed by filtration, and the filtrate was concentrated under 
reduced pressure. To the residue were added sodium acetate (1.15 g), acetic acid (6 mL) and acetic anhydride (1 .16 

35 mL), and the mixture was stirred at 1 1 5°C overnight. The reaction mixture was cooled to room temperature and poured 
into water, and the resulting mixture was extracted with ethyl acetate. The extract was washed with a saturated aqueous 
sodium hydrogen carbonate solution twice, water and brine successively, and dried over anhydrous magnesium sulfate. 
The solvent was removed under reduced pressure, and the residue was purified by column chromatography on silica 
gel (eluent: n-hexane/ethyl acetate = 2/1) to give 4-(2,3,4,6-tetra-0-acetyl-p-D-glucopyranosyloxy)-6-methyl- 

40 3-[2-(4-methylphenyl)ethyl]benzofuran (0.11 g). This material was dissolved in methanol (5 mL). To the solution was 
added sodium methoxide (26% methanol solution, 0.036 mL), and the mixture was stirred at room temperature for 1 
hour. The reaction mixture was purified by VARIAN BOND ELUT-SCX (eluent: methanol) to give the title compound 
(74 mg). 

1 H-NMR(CD 3 OD)8ppm: 

45 2.28 (3H. s), 2.42 (3H, s), 2.85-3.2 (4H, m). 3.35-3.6 (4H, m), 3.7-(1H, dd, J=12.1Hz, 5.9Hz), 3.91 <1H,dd. J=12.1Hz, 
2.2Hz), 5.16 (1H, d, J=7.8Hz), 6.8 (1H, s). 6.9 (1H, s). 7.0-7.15 (4H, m). 7.17 (1H, s) 

Examples 67 - 71 

50 [0257] The compounds described in Table 1 were prepared in a similar manner to that described in Example 12 or 
Example 66 using the corresponding starting materials. 
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[Table 1] 



Example 
No. 



Structure 



'H-NMR (CD 3 OD) 6 ppm: 



10 



Example 
67 




1.75-1.85 (2H, m). 2.63 (2H, t, 
J=7.7Hz), 2.85-3.1 (3H, m) , 3.1-3.25 
(1H, m) , 3.35-3.65 ( 6H, m) , 3 . 71 ( 1H, 
dd. J=12.0Hz, 5.5Hz), 3.9 (lH,-dd, 
J=12.0Hz, 1.7Hz), 5.18 (1H, d, 
J=7.6Hz), 6.96 (1H, d, J=8.2Hz), 
7.05-7.15 (5H, m), 7.18 (1H, t, 
J=8.2Hz), 7.25 (1H, s) 



Example 
68 



20 



25 



30 



35 



40 



45 




2.9-3.25 (4H, m) . 3.35-3.55 (3H, m) , 
3.55-3.65 (1H, m) , 3.65-3.75 (4H, m) , 
3.91 (1H, dd, J=l2.0Hz. 2.1Hz), 5.19 
(1H, d. J=8.1Hz), 6.7 (1H. dd, 
J=8.lHz, 2.1Hz), 6.75-6.85 (2H, m), 
6.96 (1H, d, J=7.8Hz) , 7 . 05-7 . 25 ( 3H . 
m), 7.27 (1H, s) 



Example 
69 




2.42 (3H, s). 2.9-3.2 (4H, m) , 
3.35-3.45 (1H, m) , 3.45-3.6 (3H, 
m), 3.7 (1H. dd. J=12.1Hz, 6.0Hz), 
3.91 (1H, dd, J=12.1Hz. 2.0Hz), 
5.17 (1H, d, J=7.4Hz), 6.81 (1H. 
s), 6.9 (1H, s), 7.1-7.3 (6H. m) 



Example 
70 




2.42 (3H, s), 2.85-3.2 (4H, m) , 
3.35-3.6 (4H, m) , 3.7 {1H, dd, 
J=12.lHz, 5.7Hz), 3.75 (3H, s), 
3.91 (1H, dd. J=12.1Hz. 2 . 2Hz ) , 
5.16 (1H, d, J=7.BHz), 6.75-6.85 
(3H, m) , 6.9 (1H, s) , 7.1-7.15 (2H, 
m), 7.17 (1H. s) 



Example 
71 




2.42 (3H, s), 2.8-3.2 (4H. m) , 
3.35-3.6 (4H, m) . 3.7 (1H, dd , 
J=l-2.2Hz. 5.7Hz), 3.8-3.95 (3H, 
m), 3.95-4.05 (2H, m) , 5.16 (1H, 
d, J=7.8Hz). 6.75-6.95 (4H. m).. 
7.05-7.15 (2H. m) . 7.17 (1H; s )~ 



50 



Examples 72-81 

[0258] The compounds described in Tables 2 and 3 were prepared in a similar manner to that described in Example 
21 using the corresponding starting materials. 
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[Table 2] 



15 



20 



25 



30 



35 



40 



45 



50 



Example 
No. 



Example 
72 



Example 
73* 



Example 
74 



Example 
75 



Example 
76 



Structure 







OH 




HO %H OH 



1 H~ NMR (CD3OD) 6 ppm: 



2.57 (2H, t, J=6.6Hz). 2.85-3.25 
(8H, m), 3.35-3.65 (4H, m) , 3.71 
(1H. dd, J=11.9Hz, 5.7Hz), 3.9 (1H, 
dd, J=11.9Hz, 2.2Hz), 4.14 (2H. t, 
J=5.1Hz), 5.18 (1H, d, J=7.8Hz), 
6.85-6.9 (2H, m) , 6.96 (1H, d, 
J=7.6Hz), 7.08 (1H, d, J=8.0Hz), 
7.1-7.3 (4H, m) 



1.95-2.1 (2H t m), 2.53 (2H, t, 
J=6.6Hz), 2.85-3.25 (8H, m) , 
3.35-3.65 (4H, m) , 3.71 (1H, dd, 
J-12.1Hz, 5.6tfz), 3.9 (1H7 dd, 
J=12.1Hz, 2.1Hz) , 3.95-4.1 (2H. m) , 
5.18 (1H, d, J=7.5Hz), 6.8-6.9 (2H, 
m), 6.95 (1H, d, J=7.8Hz), 7.05-7.3 
(5H, m) 



2.5 (2H, t. J=6.5Hz) . 2.85-3.25 (8H, 
m), 3.4-3.7 (4H, m) , 3.72 (1H, dd, 
J=12.1Hz, 5.5Hz), 3.9 ( 1H , dd, 
J=12.1Hz, 2.0Hz), 4.05-4.15 (2H, 
m), 5.2 (1H, d, J=8.0Hz), 6.75 (1H, 
dd, J=8.1Hz, 2.1Hz), 6.8-6.95 (2H, 
m), 6.96 (1H, d, J=7.9Hz), 7.05-7.25 
(3H, m), 7.31 (1H, s) 



2.41 (3H, S). 2.63 (1H. dd, 
J=13.2Hz. 7.0Hz), 2.69 (1H, dd, 
J=13.2Hz, 5.3Hz), 2.85-3.1 (5H, m), 
3.1-3.25 (1H, m) , 3.35-3.55 (3H, m) . 
3.55-3.75 (5H, m) , 3.75-3.85 (2H. 
m), 3.85-3.95 (2H, m) . 4.07 (2H, t, 
J=5.7Hz), 5.18 (1H, d, J=7.6Hz), 
6.8-6.9 (2H, m), 6.95 (1H, d, 
J=8.1Hz), J.08 (1H, d, J=8.1Hz)~; 
7.1-7.15 (2H, m), 7.18 (1H, t, 
J=8.1Hz), 7.26 (1H, s) 



1.9-2.0 (2H, m), 2.34 (3H, s) , 
2.5-2.75 (4H, m) , 2.85-3.1 (3H, m), 
3.1-3.2 (1H, m), 3.35-3.55 (3H, m) , 
3.55-3.65 (3H, m) , 3.65-3.75 (2H, 
m) , 3.75-3.8 (2H, m) , 3 . 85-3 . 95 ( 2H , 
m), 3.99 (2H, t, J = 6.3Hz). 5.18 (1H, 
d, J=7.7Hz), 6.75-6.85 (2H. m) , 6.95 
(1H, d, J=8.1Hz). 7.08 (1H, d, 
J=8.1Hz), 7.1-7.15 (2H, m) . 7.18 
(1H, t, J=8.1Hz), 7.26 (1H, s) 
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[Table 3] 

Example 
No. 



10 



15 



20 



25 



Example 
77 



Example 
78 



Example 
79 



35 



40 



Example 
80 



Example 
81 



50 



Structure 








1 H^NMR (CD 3 OD) 6 ppm: 



1.35 (6H, d, J=6.3Hz), 2.65-3.1 (3H, 
ro), 3.1-3.25 (1H, m) , 3.35-3.65 (7H, 
m), 3.72 (1H, ad, J=12.2Hz, 5.6Hz), 
3.91 (1H, dd, J=12.2Hz. -2.3Hz), 
4.15-4.25 (2H, m) , 5.19 (1H, d, 
J=7.6Hz), 6.85-6.95 (2H, m) , 6.96 
(1H, d, J=7.8Hz), 7.08 (1H, d, 
J=8.3Hz). 7.1-7.25 (4H, m) 



2.8-3.1 (9H, m), 3.1-3.25 (1H, m) r 
3.35-3.6 (6m m)., 3.71 (1H*. dd, 
J=12.0Hz, 5.5Hz), 3.91 (1H, dd, 
J=12.0Hz, 2.2Hz), 4.2-4.3 (2H, m) , 
5.19 (1H. d, J=7.6Hz) , 6.85-6.95 (2H, 
m), 6.96 (1H, d, J=7.9Hz), 7.08 (1H, 
d, J=8.3Hz), 7.1-7.25 (4H, m) 



2.85-3.6 (14H, m), 3.71 (1H, dd, 
J=12.1Hz, 5.7Hz), 3.75-3.95 (5H, m) , 
4.2-4.3 (2H, m), 5.18 (1H, d, 
J=7.6Hz), 6.85-6.95 (2H, m) , 6.96 
(1H, d, J=8.1Hz), 7.08 (1H, d, 
J=8.3Hz), 7.1-7.25 (4H, m) 



2.3-3.1 (15H, m), 3.1-3.25 (1H, m) , 
3.35-3.55 (3H, m) , 3.55-3.65 (1H. m) , 
3.67 (2H, t, J=6.0Hz), 3.71 (1H, dd, 
J=12.1Hz, 5.7Hz), 3.9 (1H, dd, 
J=12.1Hz. 2.2Hz), 4.09 (2H, t, 
J=5.5Hz), 5.18 (1H, d, J=7.5Hz), 
6.8-6.85 (2H, m) , 6.95 (1H, d. 
J=8.1Hz), 7.08 (1H, d, J=8.1Hz), 
7.1-7.15 (2H, m), 7.18 (1H. t, 
J=8.1Hz), 7.25 (1H, s) 



2.5-2.65 (4H, m) , 2.7-2.8 ( 2H', mf. 
2.9-3.25 (4H, m), 3.35-3.75 (9H, m) . 
3.91 (1H, dd, J=12.1Hz. 2.2Hz), 

4.0- 4.15 (2H, m), 5.19 (1H, d, 
J=7.6Hz). 6.72 (1H. dd, J=8.0Hz, 
2.1Hz), 6.75-6.85 (2H, m) , 6.97 (1H, 
d, J=8.1Hz), 7.09 (1H. d, J=8.2Hz),. 

7.1- 7.25 (2H, m), 7.27 (1H, s) 
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Reference Example 45 

3-[2-(4-BenzyIoxycarbonylprtenyl)ethyIl-4-hydroxybenzofuran 

[0259] To a solution of 3-I2-(4-csrboxyphenyl)sthy1]-4-hydroxyb£nzofursn (0.25 g) in tetrahydrofuran (1 mL) were 
added benzyl alcohol (96 mg), triphenylphosphine (0.26 g) and diethyl azodicarboxytate (40% toluene solution, 
0.43mL), and the mixture was stirred at room temperature for 3 days. The reaction mixture was purified by column 
chromatography on silica gel (eluent: rMiexane/ethyl acetate = 2/1 ) to give the title compound (0.26 g). 
1 H-NMR (CDCySppm: 

3.05-3.15 (4H, m), 5.07 (1H, s). 5.36 (2H, s). 6.55 (1H, dd. J=7.7Hz, 0.8Hz), 7.0-7.15 (2H t m), 7.19 (1H, s), 7.25-7.3 
(2H, m), 7.3-7.5 (5H, m), 7.95-8.05 (2H, m) 

Reference Example 46 

3- {2-[4-(2-Benzyloxycarbony!emyl)phenyl]ethyJH-hydroxybenzofuran 

[0260] The title compound was prepared in a similar manner to that described in Reference Example 45 using 3- 
{2-{4-(2-carboxyethyl)phenyl]ethyI}-4-hydroxybenzofuran instead of 3-[2-(4-carboxypheny1)emyl]-4-hydroxybenzo- 
furan. 1 H-NMR (CDCI 3 ) 5 ppm: 

2.68 (2H. t. J=7.7Hz), 2.9-3.15 (6H, m), 5.08 (1H. s). 5.12 (2H, s), 6.54 (1H, dd, J=7.5Hz, 1.1Hz), 7.0-7.2 (6H, m), 7.22 
(1H, s), 7.25-7.4 (5H, m) 

Example 82 

4- (2,3,4,6-Tetra-0-acetyl-|^D-glucopyranosytoxy^ 

[0261 ] 3-[2-(4-Benzyloxycarbonylphenyl)ethyl]-4-hydroxybenzofuran (0.26 g) and 2,3,4,6-tetra-O-acetyM -O-trichlo- 
roacetoimidoyl-ct-D-glucopyranose (0.41 g) were dissolved in dichloromethane (5 mL) - ethyl acetate (3 mL) . To the 
solution was added boron trifluoride-diethyl ether complex (0. 044mL), and the mixture was stirred at room temperature 
for 3 hours . The reaction mixture was poured into a saturated aqueous sodium hydrogen carbonate solution, and the 
resulting mixture was extracted with ethyl acetate. The extract was washed with brine and dried over anhydrous sodium 
sulfate. The solvent was removed under reduced pressure, and the residue was purified by column chromatography 
on silica gel (eluent: n-hexane/ethyl acetate = 3/2 - 2/3) to give 4-(2,3,4,6-tetra-0-acetyl-p-D-glucopyranosyioxy)- 

3- [2-(4-benzyloxycarbonylphenyl)ethyl]-benzofuran (0.44 g). This material was dissolved in tetrahydrofuran (5 mL). To 
the solution was added 10% palladium-carbon powder (0.2 g), and the mixture was stirred at room temperature under 
a hydrogen atmosphere for 1 hour. The insoluble material was removed by filtration, and the filtrate was concentrated 
under reduced pressure to give the title compound (0.37 g). 

1 H-NMR (CD 3 OD)5ppm: 

1.96 (3H, s), 1.98 (3H, s), 2.0 (3H, s), 2.04 (3H. s), 2.95-3.15 (4H, m), 4.05-4.2 (2H, m), 4.25-4.4 (1H, m), 5.1-5.25 
(1 H, m), 5.25-5.35 (1 H, m), 5.4-5.5 (1 H, m), 5.64 (1 H, d, J=7.8Hz), 6.9-7.0 (1 H, m), 7.1-7.35 (5H, m), 7.85-7.95 (2H, m) 

Example 83 

4- (2,3,4,6-Tetra-0-acetyl-|H)-glucopyranosy[o^ 

[0262] The title compound was prepared in a similar manner to that described in Example 82 using 3-{2-[4-(2-benzy- 
loxycarbony!ethyl)phenyl]ethyl}-4-hydroxybenzofuran instead of 3-t2-(4-benzyloxycarbonylphenyl)ethyl]-4-hydroxy- 
benzofuran. 1 H-NMR (CDCI 3 ) 8 ppm: 

1.96 (3H, s), 2.02 (3H. s), 2.03 (3H, s), 2.06 (3H, s), 2.67 (2H, t, J=7.7Hz), 2.85-3.1 (6H, m), 3.85-3.95 (1H, m), 4.16 
(1H. dd, J=12.3Hz, 2.3Hz), 4.28 (1H, dd, J=12.3Hz, 5.7Hz), 5.15-5.25 (1H, m), 5.3-5.4 (3H, m), 6.75-6.85 (1H, m), 
7.05-7.15 (5H, m), 7.15-7.25 (2H, m) 

Example 84 

4-(2,3,4,6-Tetra-0-acety1-^D-glucopyranosytoxy)-3-{2-[4-(carboxymethylcarbamoyl) 

[0263] To a solution of 4^2,3,4,6-tetra-0-acety;-^D-g:ucopyranosyioxy)-3-[2-(4-carboxyphenyl 

(0.12 g) in W.N-diemthylformamide (2 mL) were added benzyl 2-aminoacetate hydrochloride (48 mg), 1-hydroxyben- 



69 



EP 1 609 798 A1 

zotriazole (32 mg). 1-ethyl-3-(3-dimethylaminopriopyl)carbodiimide hydrochloride (77 mg) and triethylamine (0.11 mL), 
and the mixture was stirred at room temperature for three days. The reaction mixture was poured into 1 moI/L hydro- 
chloric acid, and the resulting mixture was extracted with ethyl acetate. The extract was washed with water, a saturated 
aqueous sodium hydrogen carbonate solution and brine successively, and dried over anhydrous sodium sulfate. The 
5 solvent was removed under reduced pressure, and the residue was purified by column chromatography on silica gel 
(eluent:n-hexane/ethyl acetate = 1/1 - 1/2)togive4~(2 I 3,4,6-tetra-0-acetyl-f^D-gIucopyra^ 

carbonyImethylcarbamoyI)phenyI]ethyl}benzofuran (94 mg). This material was dissolved in methanol (3 mL). To the 
solution was added 10% palladium-carbon powder (40 mg), and the mixture was stirred at room temperature under a 
hydrogen atmosphere for 1 hour. The insoluble material was removed by filtration, and the solvent of the filtrate was 
10 removed under reduced pressure to give the title compound (82 mg). 
1 H-NMR (CD 3 OD)8ppm: 

1.95 (3H, s), 1.98 (3H, s), 2.0 (3H, s), 2.04 (3H, s), 2.95-3.15 (4H, m), 4.07 (2H, s), 4.1-4.2 (2H, m), 4.32 (1H, dd, 
J=12.8Hz, 5.6Hz), 5.1-5.2 (1H, m), 5.25-5.35 (1H, m), 5.4-5.5 (1H, m), 5.63 (1H, d, J=7.9Hz), 6.93 (1H, d, J=8.2Hz), 
7.1-7.35 (5H, m). 7.7-7.8 (2H, m) 

15 

Example 85 

4-(2,3.4,6-Tetra-0-acety1-f^D-glucopyranosyto 
benzofuran 

20 

[0264] The title compound was prepared in a similar manner to that described in Example 84 using 4-{2,3,4,6-tetra- 
0-ac»tyl-^D-glucopyranosyloxy)-3-{2-[4-(2^rboxyethyl)phenyl]ethyl}benzofuran instead of 4-(2,3,4,6-tetra-0- 
acetyl-^D^Iucopyranosy!oxy)-3-[2-(4-carboxyphenyl)ethyllbenzofuran. 
1 H-NMR(CD 3 OD)5ppm: 

25 1 .95 (3H, s), 1 .96 (3H, s), 2.0 (3H, s), 2.04 (3H, s), 2.45-2.55 (2H, m), 2.8-3.05 (6H, m). 3.87 (2H, s). 4.1-4.2 (2H, m), 
4.25-4.35 (1 H, m), 5.1-5.2 (1 H, m), 5.25-5.35 (1 H. m), 5.35-5. 45 (1 H, m), 5.6-2- (1 H, d, J=7.9Hz), 6.93 (1 H, d, J=8.3Hz), 
7.05-7.25 (7H. m) 

Reference Example 47 

30 

Benzyl 2-amino-2-methylpropionate hydrochloride 

[0265] To a solution of 2-(fert-butoxycarbonylamino)-2-methylpropionic acid (4.06 g) in N, W-dimethylformamide (40 
mL) were added potassium carbonate (4.15 g) and benzyl bromide (2.85 mL), and the mixture was stirred at room 

35 temperature for 2 hours. The reaction mixture was poured into water, and the resulting mixture was extracted with ethyl 
acetate. The extract was washed with water and brine, and dried over anhydrous sodium sulfate. The solvent was 
removed under reduced pressure. The residue (solid) was treated with n-hexane and collected by filtration. The crystals 
were dried under reduced pressure to give benzyl 2-(tert-butoxycarbonylamino)-2-methylpropionate (4.44 g). To the 
obtained benzyl 2-(tert-butoxycarbonylamino)-2-methylpropionate (4.44 g) was added 4 mol/L hydrochloric acid 

^o (1 ,4-dioxane solution, 15 mL), and the mixture was stirred at room temperature overnight. The reaction mixture was 
diluted with diethyl ether, and the mixture was stirred for 1 hour. The insoluble material was collected by filtration, 
washed with diethyl ether and dried under reduced pressure to give the title compound (3.4 g). 
1 H-NMR (DMSO-de) 6 ppm: 

1.49 (6H, s), 5.25 (2H, s), 7.3-7.45 (5H, m), 8.54 (3H. brs) 

45 

Example 86 

4-(2,3,4,6-Tetra-0-acetyt-|^D-glucopyranosyto 
benzofuran 

50 

[0266] The title compound was prepared in a similar manner to that described in Example 84 using 4-(2,3,4,6-tetra- 
0-acetyl-^D-glucopyranosyloxy)-3^2-[4-(2-carboxyethyl)phenyl]ethyl}benzofuran and benzyl 2-amino-2-methytpro- 
pionate hydrochloride instead of 4-(2,3,4.6-tetra-0-acetyl-p-D-glucopyranosyloxy)-3-[2-^ 
furan and benzyl 2-aminoacetate hydrochloride, respectively. 
55 1 H-NMR (CD 3 OD) 5 ppm: 

1.4 (6H, s), 1.95 (3H, s). 1.97 (3H, s), 2.0 (3H, s), 2.04 (3H, s), 2.44 (2H, t, J=7.8Hz), 2.75-3.1 (6H, m), 4.1-4.2 (2H, 
m), 4.31(1 H, dd, J=12.6Hz , 5.4Hz), 5.1-5.2 (1H, m), 5.25-5.35 (1H, m). 5.4-5.5(1H, m), 5.62(1H, d, J=7.9Hz), 6.92 
(1H, d, J=7.8Hz), 7.05-7.15 (5H, m), 7.15-7.25 (2H, m) 
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Example 87 

4-(2,3,4,6-Tetra-0-acetyl-fM}^ 

5 [0267] To a suspension of 242 1 3,4,6-tetrE-0^csty!-^D^!uropyrc^ 

tophenone (0.55 g) and 4-bromobenzaldehyde (0.19 g) in ethanol (9 mL) were added water (3 mL) and potassium 
hydroxide (0.67 g), and the mixture was stirred at room temperature for three days. To the reaction mixture was added 
2 mol/L hydrochloric acid (7 mL), and-the resultingmixture was extracted with ethyl acetate twice. The extracts were 
combined and dried over anhydrous magnesium sulfate. The solvent was removed under reduced pressure. To the 

10 residue were added sodium acetate (1 .97 g), acetic acid (5 mL) and acetic anhydride (2.08 mL), and the mixture was 
stirred at 115°C overnight. The reaction mixture was cooled to room temperature and poured into water, and the re- 
sulting mixture was extracted with ethyl acetate. The extract was washed with water and brine, and dried over anhydrous 
sodium sulfate. The solvent was removed under reduced pressure, and the residue was purified by column chroma- 
tography on silica gel (eluent: n-hexane/ethyl acetate = 2/1 - 3/2) to give the title compound (0.2 g). 

15 iH-NMRfCDCySppm: 

1.84 (3H. s), 2.05 (3H. s), 2.065 (3H, s), 2.073 (3H, s), 3.9-4.0 (1H, m), 4.18 (1H, dd, J=12.5Hz , 2.4Hz), 4.34 (1H, dd, 
J=12.5Hz, 5.6Hz), 5.15-5.4 (3H, m). 5.45-5. 55 (1H. m). 6.75-6.85 (1H, m), 6.9 (1H, d, J=16.6Hz), 7.2-7.35 (3H. m), 
7.4-7.45 (2H, m), 7.45-7.55 (2H, m), 7.81 (1H, s) 

20 Example 88 

4-(2,3,4,6-Tetra-Ckacety1-P-D-glucopyranosy^ 

[0268] A mixture of 4-(2,3,4,6-tetra-0-acetyl-p-D-glucopyranosyloxy)-3-[(E)-2-(4-bromophenyl)vinyl]benzon^ (0.2 
25 g), 3-butenoic acid (0.053 mL), triethylamine (0.22 mL). palladium (I I) acetate (7mg) and tris(2-methylphenyl)phosphine 
(19 mg) in acetonitrile (4 mL) was heated for reflux under an argon atmosphere for 8 hours. The reaction mixture was 
cooled to room temperature, and the insoluble material was removed by filtration. The filtrate was diluted with ethyl 
acetate. The solution was washed with 0.5 mol/L hydrochloric acid, water and brine successively, and dried over an- 
hydrous sodium sulfate. The solvent was removed under reduced pressure, and the residue was purified by column 
30 chromatography on silica gel (eluent: n-hexane/ethyt acetate = 1/1-dich!oromethane/methanol= 20/1) to give the title 
compound (0.17 g). 
1 H-NMR(CDCl3)5ppm: 

1.83 (3H, s) t 2.05 (3H, s), 2.06 (3H, s), 2.07 (3H, s), 3.3-3.35 (2H, m). 3.9-4.0 (1H, m). 4.19 (1H, dd, J=12.3Hz, 2.4Hz), 
4.33 (1H, dd, J=12.3Hz, 5.4Hz), 5.2-5.4 (3H, m). 5.45-5.55 (1H, m), 6.25-6.4 (1H, m), 6.5-6.6 (1H, m), 6.75-6.85 (1H. 
35 m), 6.94 (1H, d, J=16.7Hz), 7.15-7.35 (3H, m), 7.35-7.45 (2H, m), 7.45-7.55 (2H, m). 7.81 (1H, s) 

Reference Example 48 

1-(2-Amino-2-methylpropionyl)-4-(benzyloxycarbonyl)piperazine hydrochloride 

40 

[0269] To a solution of 2-(tert-butoxycarbonylamino)-2-methylpropionate (4.06 g) in N, N-dimethylformamide (40 mL) 
were added 1-(benzyloxycarbonyI)piperazine (6.6 g), 1-hydroxybenzotriazole (3.24 g), 1-ethyl-3-(3-dimethylaminopro- 
pyl)carbodiimide hydrochloride (7.67 g) and triethylamine (11 .2 mL), and the mixture was stirred at room temperature 
overnight. The reaction mixture was poured into 1 mol/L hydrochloric acid, and the resulting mixture was extracted 

45 with ethyl acetate. The extract was washed with water, 1 mol/L aqueous sodium hydroxide solution, water and brine 
successively, and dried over anhydrous sodium sulfate. The solvent was removed under reduced pressure. To the 
residue was added 4 mol/L hydrochloric acid (1,4-dioxane solution, 25 mL), and the mixture was stirred at room tem- 
perature for 4 hours. To the reaction mixture was added diethyl ether (50 mL), and the insoluble material was collected 
by filtration. The collected solid was washed with diethyl ether and dried under reduced pressure to give the title com- 

50 pound (4.65 g). 

1 H-NMR (DMSO-d 6 ) 5 ppm : 

1.55 (6H, s), 3.35-3.5 (4H, m), 3.5-3.65 (4H, m), 5.1 (2H, s), 7.3-7.45 (5H, m), 8.24 (3H, brs) 
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Example 89 

4-(p-D-Glucopyranosyloxy)-3-{2-[4-(2-{1 -[(piperazin-1 -yi)carbonyI]-1 -(methyJ)ethylcarbamoyl}ethyl)phenyll3thyI} 
benzofursn 

5 

[0270] To a solution of 4^2,3,4,6-tetra-O-acetyl^D^Iucopyranosy^ 

zofuran (0.13 g) in W,A/-dimethytformamide (2 ml_) were added H2^mino-2-methyIpropionyl)-4-(benzyIoxycarbonyl)- 
piperazine hydrochloride (82 mg), 1-hydroxybenzotriazole (32 mg), 1^thyl-3-(3Ki!rnethylaminopropyl)carbodiirnide hy- 
drochloride (77 mg) and triethylamine (0.11 mL), and the mixture was stirred at room temperature overnight. The 

10 reaction mixture was poured into 1 mo!/L hydrochloric arid, and the resulting mixture was extracted with ethyl acetate. 
The extract was washed with water, a saturated aqueous sodium hydrogen carbonate solution and brine successively, 
and dried over anhydrous sodium sulfate. The solvent was removed under reduced pressure, and the residue was 
purified by column chromatography on silica gel (eluent: dichloromethane/methanol = 30/1 - 15/1) to give 4-(2,3.4,64et- 
ra-0-acetyl-|^D-glucopyranosyloxy)-[2-(442-{H[^^ 

15 bamoyl]ethyl}phenyi)ethyl]benzofuran (0.1 g). This material was dissolved in methanol (3 mL) . To the solution was 
added 10% palladium-carbon powder (40 mg), and the mixture was stirred at room temperature under a hydrogen 
atmosphere for 1 hour. The insoluble material was removed by filtration. The solution of the filtrate was removed under 
reduced pressure to give 4-(2,3,4,6-tetra-0-acetyl-p-D-glucopyranosyloxyH2-l4-(2-(1 -[(piperazin-1 -yl)carbonyl]- 
1-(methyl)ethylcarbamoyl}ethyl)phenyl]ethyl}benzofuran (85 mg). This material was dissolved in methanol (3 mL) . To 

20 the solution was added sodium methoxide (28% methanol solution, 0.03 mL), and the mixture was stirred at room 
temperature for 1 hour. To the reaction mixture was added acetic acid (0.01 5m L), and the resulting mixture was con- 
centrated under reduced pressure. The residue was purified by solid phase extraction on ODS (washing solvent: dis- 
tilled water, eluent: methanol) to give the title compound (41 mg). 
1 H-NMR (CD 3 OD)8ppm: 

25 1.36 (6H, s). 2.49 (2H, t, J=7.5Hz), 2.7-3.25 (10H, m), 3 . 35-3 . 7 (8H, m), 3 . 72 (1H, dd, J=12. 1Hz , 5.5Hz), 3. 91 
(1H, dd, J=12.1Hz, 1.9Hz), 5.18 (1H, d, J=7.6Hz), 6 . 96 (1H, d, J=8.2Hz), 7.05-7.25 (6H, m), 7.27 (1H, s) 

Example 90 

30 4-(p-D-Glucopyranosyloxy)-3-[2-(4-(2-[1 -{[4-(2-hydroxyethyl)piperazin-1 -yl]carbonyl}-1 -(methyl)ethylcarbamoyl]ethyt} 
phenyl)ethyl]benzofuran 

[0271 J To a solution of 4-(2,3,4,6-tetra-0-acetyl-p-D-glucx)pyranosyloxy) 

bamoyl3ethyl}phenyl)ethyl]benzofuran (0.14 g) in N,W-dimethylformamide (2 mL) were added 1-(2-hydroxyethyl)piper- 
35 azine (30 mg), 1 -hydroxybenzotriazole (31 mg), 1 -ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride (74 mg) 
and triethylamine (0. 1 1 mL), and the mixture was stirred at room temperature for three days. The reaction mixture was 
poured into water, and the resulting mixture was extracted with ethyl acetate. The extract was washed with water and 
brine, and dried over anhydrous sodium sulfate. The solvent was removed under reduced pressure, and the residue 
was purified by column chromatography on silica gel (eluent: dichloromethane/methanol = 10/1 - 5/1) to give 
40 4-(2,3,4,6-tetra-0-acetyl-p-D-glucopyranosyloxy)-[2-(^^ 

ethylcarbamoyl]ethyl}phenyl)ethyl]benzofuran (0.11 g). This material was dissolved in methanol (4 mL). To the solution 
was added sodium methoxide (2 8.% methanol solution, 0.03 mL), and the mixture was stirred at room temperature 
for 1 hour. To the reaction mixture was added acetic acid (0.015 mL), and the resulting mixture was concentrated under 
reduced pressure. The residue was purified by solid phase extraction on ODS (washing solvent: distilled water, eluent: 
45 methanol) to give the title compound (60 mg). 
1 H-NMR (CD 3 OD)5ppm: 

1.36 (6H, s), 2.3-2.55 (8H, m), 2.85 (2H, t, J=7.7Hz), 2.9-3.25 (4H, m), 3.35-3.7 (10H, m), 3.71 (1H, dd, J=12.2Hz. 
5.5Hz), 3.91 (1H, dd, J=12.2Hz, 2.2Hz), 5.18 (1H, d, J=7.8Hz), 6.96 (1H, d. J=7.7Hz), 7.0-7.3 (7H, rn) 

so Examples 91 - 99 

[0272] The compounds described in Tabled 4 and 5 were prepared in a similar manner to that described in Example 
89 or Example 90 using the corresponding starting materials. 
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[Table 4] 



Example 
No. 



10 



15 



20 



25 



30 



Example 
91 



Example 
92 



Example 
93 



Example 
94 



40 



45 



50 



Example 
95 



Example 
96 



Structure 









'H-NMR (CD 3 OD) 6 ppm: 



1.35-2.1 (6H. m), 2.8-2.95 (2H, m) , 
3.0-3.65 (8H r m). 3.72 (1H, dd, 
J=11.8Hz, 5.6Hz) . 3.85-3.95 (1H, m), 
4.5-4.65 (1H, m). 5.19 (1H, d, 
J=7.4Hz) , 6.97 (1H. d, J=8.4Hz) . 7.08 
(1H, d, J=8.1Hz). 7.15-7.3 (2H, m) , 
7.33 (2H, d. J=8.2Hz), 7.77 (2H, d. 
J=8.2Hz) 



1.47 (6H. s), 2.75-2.9 (4H. m) , 
3.0^3.3 (4H, in). 3.35-3.8 (9H, m) , 
3.91 (1H. dd. J=12.0Hz. 2.3Hz), 3.99 
(2H, s), 5.19* (1H~ d, J=7.7Hz). 6.97 
(1H, d, J=8.1Hz), 7.08 (1H, d, 
J=8.1Hz) . 7.19 (1H, t. J=8.1Hz) . 7.26 
(1H. s). 7.33 (2H, d, J=8.2Hz). 7.77 
(2H, d, J=8.2Hz) 



1.1-1.85 (6H, m), 2.56 (2H, t. 
J=7.3Hz) . 2.7-3.25 (8H, m), 3.35-3.6 
(4H. ra), 3.73 (1H, dd, J=l2.0Hz, 
5.6Hz), 3.9 (1H, dd. J=12.0Hz, 
2.1Hz). 4.2-4.35 (1H, m) , 5.19 (1H. 
d. J=7.5Hz). 6.96 (1H, d. J=8 . 3Hz ) . 
7.05-7.25 (6H. m) , 7.28 (1H, s) 



1.43 (6H. s), 2.55 (2H, t. J=7.6Hz). 
2.75-3.25 (10H. m) , 3.35-3.8 (11H. 
m), 3.9 (1H. dd, J=11.9Hz. 1.8Hz). 
5.18 (1H. d. J=7.4Hz). 6.96 (1H. d. 
J=8.2Hz), 7.05-7.25 (6H. m) . 7.27 
(1H. s) 



1;43 (6H, s). 1.8-1.95 (2H, m) , 
2.1-2.25 (2H, m). 2.5-2.85 (6H. m), 
2.85-3.25 (4H. m) . 3.3-3.75 (9H-. m) I, 
3.85-3.95 (1H. m) . 5.19 (iH.d, - 
J=7.9Hz), 6.96 (1H. d. J=8.1Hz), 
7.0-7.25 (6H. m), 7.28 (1H, s) 



1.85-2.0 (2H. m) , 2.22 (2H. t, 
J=7.6Hz). 2.6 (2H. t. J=7.5Hz), 
2.85-3.0 (1H, m), 3.0-3.1 {2H, m) . 
3.1-3.3 (2H, m). 3.35-3.85 (12H, m) . 
3.9 (1H. dd, J=l2.3Hz, 2.0Hz). 5.19 
<1H. d, J=7.3Hz), 6.96 (1H, d. 
J=7.8Hz). 7.05-7.25 (6H. m) , 7.28 
(1H. s) 
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[Table 5] 



Example 
No. 


Structure 


1 H~NMR (CD 3 OD) 6 ppm: 


Example 
97 


o K oh OM 


3.0-3.35 (4H, m), 3 . 35-3 - 85 ( 12H, m) , 
3.85-4.0 (2H, m) , 5.19 (1H, d, 
J=7.7Hz) , 6.97 (1H, d, J=7.7Hz) , 7.08 
(1H, d, J=8.2Hz). 7.15-7.25 (1H, m) , 
7.26 (1H, S), 7.32 (2H. d. J=8.2Hz), 
7.73 (2H, d. J=8.2Hz) 


Example 
98 


OH ^\ V,/ 


2.49 (2H, t, J=7.6Hz). 2.87 (2H, t, 
J=7.6Hz), 2.9-3.25 ( 5H, m) / 3 . 4-3 . 85 
(12H, m), 3.9 (1H, dd, J=12.3Hz, 
1.9Hz) r 5.18J1H.. d. J=7.6Hz), 6.95 
(1H, d, J=7.6Hz). 7.05-7.25 <6H, m) , 
7.27 (1H. s) 


Example 
99 


OH ^V_X^»f 


2.55-3.25 (11H, m) , 3.3-3.75 (11H, 
m), 3.77 (1H. dd. J=11.0Hz, 3.5Hz), 
3.85-4.0 (2H, m), 5.18 (1H, d, 
J=7.6Hz), 6.96 (1H, d, J=8-0Hz), 
7.05-7.3 (7H, m) 



30 

Reference Example 49 
3-Ethynyl-4-methoxybenzo[b]thiophene 

35 [0273] To a solution of 2,3-dihydro-4-methoxybenzo[b]thiophen-3-one (Ref. Chandrani, Mukherjee.; Sukanta, Kam- 
ila.; Asish, De. Tetrahedron 2003. 59, 4767-4774) (0.25 g) and triethyfamine (0.73 mL) in dichloromethane (5 mL) was 
added trifluoromethanesulfonic acid anhydride (0.28 mL) under ice-cooling, and the mixture was stirred at the same 
temperature for 1 hour. The reaction mixture was poured into 1 mol/L hydrochloric acid, and the resulting mixture was 
extracted with ethyl acetate. The extract was washed with water and brine, and dried over anhydrous sodium sulfate. 

to The solvent was removed under reduced pressure, and the residue was purified by column chromatography on silica 
gel (eluent: /7-hexane/ethyl acetate = 9/1) to give 3-trifluoromethanesulfonyloxy-4-methoxybenzo[b]thiophene (0.37 g). 
This material was dissolved in triethylamine (4 mL). To the solution were added (trimethyisilyl)acetylene (0.34 mL), 
tetrakis(triphenyfphosphine) palladium (0) (0.14 g) and copper (I) iodide (45 mg), and the mixture was heated for reflux 
under an argon atmosphere for 12 hours. The reaction mixture was cooled to room temperature and diluted with diethyl 

45 ether, and the insoluble material was removed by filtration. The filtrate was washed with 1 mol/L hydrochloric acid, 
water and brine successively, and dried over anhydrous sodium sulfate. The solvent was removed under reduced 
pressure, and the residue was purified by column chromatography on silica gel (eluent: n-hexane/ethyl acetate = 20/1) 
to give 4-methoxy-3-(2-trimethylsilylethynyl)bsnzoIb]thiophene (0.3 g). This material was dissolved in tetrahydrofuran 
(5 mL). To the solution was added tetra(r>-butyl)ammonium fluoride (0.34 g), and the mixture was stirred at room tem- 

50 perature for 1 hour. The reaction mixture was poured into 0.5 mol/L hydrochloric acid, and the resulting mixture was 
extracted with diethyl ether. The extract was washed with water and brine, and dried over anhydrous sodium sulfate. 
The solvent was removed under reduced pressure, and the residue was purified by column chromatography on silica 
gel (eluent: n-hexane/ethyl acetate = 15/1) to give the title compound (0.2 g). 
1 H-NMR (CDCySppm: 

55 3.21 (1H, s), 3.97 (3H, s), 6.75-6.85 (1H, m), 7.25-7.35 (1H, m), 7.4-7.45 (1H, m), 7.6 (1H, s) 
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Reference Example 50 

3-[2^4-BenzyIoxyrarbonylphenyl)ethynyQ^methoxybenza{bJthiophene 

5 [0274] 3-Ethynyl-4-methoxyber*zo[b]thiophena (0.2 g) was dissolved in triethylamine (4 mL). To the solution were 
added 4-iodobenzoic add (0.29 g), tetrakis (triphenylphosphine) - palladium (0) (0.12 g) and copper (I) Iodide (41 mg), 
and the mixture was heated for reflux under an argon atmosphere overnight. The reaction mixture was poured into 
ethyl acetate - 1 mol/L hydrochloric acid, and the insoluble material was removed by filtration. The organic layer was 
separated from the filtrate, washed with water and brine. The organic layer was dried over anhydrous sodium sulfate, 

10 and the solvent was removed under reduced pressure, and the residue was purified by column chromatography on 
silica gel (eluent: n-hexane/ethyl acetate = 1/1 - 1/2) to give 3-{2-(4-carboxyphenyl)ethynyl]-4-methoxybenzo[b]thi- 
ophene (0.32 g). This material was dissolved in N./V-dimethyfformamide (10 mL). To the solution were added potassium 
carbonate (0.29 g) and benzyl bromide (0.16 mL), and the mixture was stirred at room temperature for three hours. 
The reaction mixture was poured into water, and the resulting mixture was extracted with diethyl ether. The extract was 

15 washed with water and brine, and dried over anhydrous sodium sulfate. The solvent was removed under reduced 
pressure, and the residue was purified by column chromatography on sifica gel (eluent: n-hexane/ethyl acetate = 10/1) 
to give the title compound (0.2 g). 
1 H-NMR(CDCl3)Sppm: 

4.02 (3H, s), 5.38 (2H, s), 6.8-6.85 (1H, m), 7.3-7.5 (7H, m), 7.55-7.65 (3H, m), 8.05-8.1 (2H, m) 

20 

Reference Example 51 

3-[-2-(4-Benzyloxycarbonylphenyl)ethyl]-4-hydroxybenzo[b]thiophene 

25 [0275] 3-[2-(4-Benzyloxycarbonylphenyl)ethynyl]-4-methoxybenzo[b]thiophene (0.2 g) was dissolved in tetrahydro- 
furan (3 mL) - ethanol (3 mL). To the solution was added 10% palladium-carbon powder (40 mg), and the mixture was 
stirred at room temperature under a hydrogen atmosphere for 14 hours. The insoluble material was removed by filtra- 
tion, and the filtrate was concentrated under reduced pressure. The residue was purified by column chromatography 
on silica gel (eluent: n-hexane/ethyl acetate = 10/1) to give 3-[2-(4-benzyloxycartM)nylphenyl)ethyl]-4-methoxybenzo 

30 [b]thiophene (0.15 g). This material was dissolved in dichloromethane (4 mL). To the solution was added boron tribro- 
mide (0.038 mL) at -78°C, and the mixture was stirred at ambient temperature for 2 hours. The reaction mixture was 
poured into water, and the resulting mixture was extracted with ethyl acetate. The extract was washed with water and 
brine, and dried over anhydrous sodium sulfate. The solvent was removed under reduced pressure, and the residue 
was purified by column chromatography on silica gel (eluent: n-hexane/ethyl acetate = 2/1 - 1/1) to give 3-[2-(4-carbox- 

35 yphenyl)ethyl]-4-methoxybenzo[b]thiophene (85 mg). This material was dissolved in dichloromethane (4 mL). To the 
solution was added boron tribromide (0.057 mL) at -78°C, and the mixture was stirred at the same temperature for 1 
hour. Then the mixture was stirred for 1 hour under ice-cooling. The reaction mixture was poured into water, and the 
resulting mixture was extracted with ethyl acetate. The extract was washed with water and brine, and dried over an- 
hydrous sodium sulfate. The solvent was removed under reduced pressure to give 3-[2-(4-carboxyphenyl)ethyl]-4-hy- 

40 droxybenzo[b]thiophene (80 mg). This material was dissolved in tetrahydrofuran (1 mL). To the solution were added 
benzyl alcohol (29 mg), triphenylphosphine (79 mg) and diethyl azodicarboxytate (40% toluene solution, 0.13 mL), and 
the mixture was stirred at room temperature for 1 hour. The reaction mixture was purified by column chromatography 
on silica gel (eluent: n-hexane/ethyl acetate = 5/1 - 3/1) to give the title compound (35 mg). 
1 H-NMR(CDCl3)8ppm: 

45 3.05-3.15 (2H, m), 3.3-3.4 (2H, m), 5.14 (1H. s), 5.36 (2H, s), 6.65 (1H, d. J=7.4Hz), 6.85 (1H, s), 7.1-7.2 (1H, m), 
7.25-7.5 (8H, m), 7.95-8.05 (2H, m) 

Example 100 

50 4-(2,3,4,6-Tetra-0-acetvI-p-D-glucopyranosylox 

[0276] To a solution of 3-[2-(4-benzyloxycarbonylphenyl)ethyl]-4-hydroxybenzo[b]thiophene (35 mg) and 2,3,4,6-tet- 
ra-0-acety1-1-0-trichloroacetoimidoyl-<x-D-glucopyranose (53 mg) in dichloromethane (3 mL) was added boron triflu- 
oride-diethyl ether complex (0.006 mL), and the mixture was stirred at room temperature overnight. The reaction mixture 
55 was poured into a saturated aqueous sodium hydrogen carbonate solution, and the resulting mixture was extracted 
with ethyl acetate. The extract was washed with brine, and dried over anhydrous sodium sulfate. The solvent was 
removed under reduced pressure, and the residue was purified by column chromatography on silica gel (eluent: n- 
hexane/ethyl acetate = 2/1 - 3/2) to give 4-(2,3,4,6-tetra-0-acetyl-P-D-gIucopyran 
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phenyl)ethyHbenzo[b]thiophene (38 mg). This material was dissolved in dichloromethane (1 mL). To the solution were 
added dimethyl sulfide (0.15 mL) and boron trifluoride-diethyl ether complex (0.067 ml_), and the mixture was stirred 
at 35°C for 4 hours. The reaction mixture was poured into water, and the resulting mixture was extracted with ethyl 
acetate. The extract was washed with water and brine, and dried over anhydrous sodium sulfate. The solvent was 
5 removed under reduced pressure, and the residue was purified by column chromatography on silica gel (eJusnt: d:ch!o- 
romethane/methano! = 20/1) to give the title compound (25 mg). 
1 H-NMR (CDCySppm: 

1.99 (3H, s). 2.01 (3H, s), 2.04 (3H, s), 2.06 (3H, s). 3.0-3.25 (3H, m), 3.35-3.45 (1H, m), 3.85-3.95 (1H, m), 4.16 (1H, 
dd, J=12.4Hz, 2.3Hz), 4.3 (1H, dd, J=12.4Hz , 5.5Hz), 5.15-5.25 (1H. m). 5.3-5.4 (2H, m), 5.4-5.45 (1H, m), 6.72 (1H, 
10 s), 6.85-6.95 (1H, m), 7.15-7.3 (3H, m), 7.5-7.6 (1H, m), 7.95-8.05 (2H, m) 

Example 101 

3^2-{4-(Carbamoylmethylcart)amoyl)phe 

15 

[0277) The title compound was prepared in a similar manner to that described in Example 90 using 4-(2,3,4,6-tetra- 
0-a(»tyl-p-D-glucopyranosyloxy)-3-[2-(4-carboxyphenyl)ethyI]benzo[b]thiophene and glycinamide hydrochloride in- 
stead of 4-(2,3 l 4,6-tetra-0-acetyl-p-D<|lucopyranosyloxy)-3-[2-(4-{2-[1 -carboxy-1 -(methyl)ethylcarbamoyl]ethyl}phe- 
nyl)ethyl]benzofuran and 1-(2-hydroxyethyl)piperazine, respectively. 
20 1 H-NMR (CD 3 OD) 8 ppm: 

3.0-3.7 (8H, m), 3.72 (1H, dd. J=11.9Hz, 5.8Hz), 3.91 (1H, dd, J=11.9Hz, 2.2Hz), 4.02 (2H, s), 5.22 (1H, d, J=7.4Hz). 
6.91 (1H, s), 7.11(1H, d, J=7.9Hz), 7.2-7.35(3H, m), 7.48(1H, d, J=7.7Hz), 7.75-7.85 (2H, m) 

Reference Example 52 

25 

4-Hydroxy-3-[2-(4-methylphenyl)ethyl]benzo[b]thiophene 

[0278] 3-Ethynyl-4-methoxybenzo[b]thiophene (0.15 g) was dissolved in triethylamine (10 mL) . To the solution were 
added 4-bromotoluene (0.11 mL), tetrakis(triphenylphosphine)palladium (0) (92 mg) and copper (I) iodide (30 mg), and 

30 the mixture was heated for reflux under an argon atmosphere for 1 0 hours. The reaction mixture was diluted with diethyl 
ether, and the insoluble materia! was removed by filtration. The filtrate was concentrated under reducedpressure , and 
the residue was purified by column chromatography on silica gel (eluent: n-hexane - n-hexane/ethyl acetate = 50/1) 
to give 4-methoxy-3-[2-(4-methylphenyl)ethynyl]benzo[b]thiophene (27 mg). This material was dissolved in ethanol 
(1.5 mL). To the solution was added 10% palladium-carbon powder (10 mg), and the mixture was stirred at room 

35 temperature under a hydrogen atmosphere overnight. The insoluble material was removed by filtration, and the filtrate 
was concentrated under reduced pressureto give 4-methoxy-3-[2-(4-methylphenyl)ethyl]benzo[blthiophene (27 mg). 
This material was dissolved in dichloromethane (1.5 mL). To the solution was added boron tribromide (0.011 mL) at 
-78°C, and the mixture was stirred at the same temperature for 1 hour. Then the mixture was stirred under ice-cooling 
for 1 hour. The reaction mixture poured into water, and the resulting mixture was extracted with ethyl acetate. The 

40 extract was washed with a saturated aqueous sodium hydrogen carbonate solution and brine, and dried over anhydrous 
magnesium sulfate. The solvent was removed under reduced pressure, and the residue was purified by column chro- 
matography on silica gel (eluent: n-hexane/ethyl acetate = 15/1) to give the title compound (10 mg). 
1 H-NMR (CDCySppm: 

2.33 (3H, s). 2.95-3.05 (2H, m), 3.25-3.4 (2H, m), 5.2 (1H. s). 6.64 (1H, d, J=7.6Hz), 6.89 (1H, s), 7.05-7.2 (5H, m), 
45 7,41 (1H, d, J=7.6Hz) 

Example 102 

4-(p-D-Glucopyranosyloxy)-3-[2-(4-methy!phenyl)eihylibenzo[b]thiophene 

50 

[0279] The title compound was prepared in a similar manner to that described in Example 1 using 4-hydroxy- 
3-[2-(4-methylpheny1)ethyl]benzo[b]thiophene instead of 4-hydroxy-3-[2-(4-methylphenyl)ethyl]benzofuran. 
1 H-NMR (CD3OD) 8 ppm: 

2.28 (3H, s), 2.85-3.0 (1H, m), 3.0-3.1 (1H, m), 3.2-3.35 (1H, m), 3.35-3.45 (1H,m), 3.45-3.65 (4H,m), 3.71 (1H, dd, 
55 J=12.1Hz, 5.8Hz), 3.91 (1H. dd. J=12.1Hz , 2.4Hz), 5.21 (1H, d. J=8.1Hz), 6.9 (1H, s), 7.0-7.15 (5H, m). 7.25 (1H, t, 
J=8.1Hz), 7.47 (1H. dd, J=8.1Hz, 0.8Hz) 
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Test Example 1 

Assay for inhibitory effects on human SGLT1 activity 

5 1 ) Cloning and construction of the vector expressing human SGLT1 

[0280] The cDNA library was prepared for PCR amplification by reverse transcription from total RNA deprived from 
human small intestine (Ori gene) using o!igo-dT as a primer. Using mis cDNA library as a template, the DMA fragment 
coding 1 to 2005 bp of human SGLT1 (ACCESSION: M24847), which was reported by Hediger et al. , was amplified 
10 by PCR method and inserted into the multi-cloning site of pcDNA3.1(-) (Invitrogen). The DNA sequence inserted was 
perfectly matched to the previously reported sequence. 

2) Estab!ishment of cell line stably expressing human SGLT1 

15 [0281] The expression vector of human SGLT1 was digested by Sea I into a linear DNA. The linear DNA was trans- 
fected into CHO-K1 cells by means of lipofection (Effectene Transection Reagent: QIAGEN). Neomycin resistant cell 
lines were selected by culture in the medium containing G418 (1 mg/mL, LIFE TECHNOLOGIES), and then the activity 
against the uptake of methyl-a-D-glucopyranoside was measured by the method described below. The cell line, which 
showed the greatest uptake activity, was selected and designated as CS1-5-11D. CS1-5-11D cells were cultured in 

20 the presence of G41 8 at 200 u.g/mL. 

3) Measurement of the inhibitory activity against the uptake of methyl-a-D-glucopyranoside (a-MG) 

[0282] CS1 -5-1 1 D cells were seeded into a 96-well culture plate at a density of 3 x 1 0 4 cells/well and cultured for 2 

25 days, and were used in the uptake assay. A mixture of non-labeled (Sigma) and 14 C-labe!ed a-MG (Amersham Phar- 
macia Biotech) was added to the uptake buffer (pH 7.4; containing 140 mM sodium chloride, 2 mM potassium chloride, 
1 mM calcium chloride. 1 mM magnesium chloride, 10 mM 2-[4-(2-hydroxyethyl)-1-piperazinyl]ethane sulfonic acid 
and 5 mM tris(hydroxymethyl)aminomethane) at the final concentration of 1 mM. A test compound was dissolved in 
dimethyl sulfoxide, and then appropriately diluted with distilled water. The test compound solution was added to the 

30 uptake buffer containing 1 mM a-MG, and designated as a measurement buffer. For the control group, the measurement 
buffer without any test compound was prepared. For measuring the basal uptake, a basal uptake measurement buffer 
which contains 140 mM chorine chloride instead of sodium chloride was prepared. After removing the culture medium 
of CS1-5-11 Dcells, 180 u.L of the pre-treatment buffer (the basal uptake buffer without a-MG) was added to each well 
and incubated at 37° C for 10 minutes. After repeating the same treatment, the pre-treatment buffer was removed. To 

35 each well was added 75 uL of the measurement buffer or the basal uptake buffer was added and incubated at 37° C 
for 1 hour. After removing the measurement buffer, cells were washed twice with 180 u.L per well of the washing buffer 
(the basal uptake buffer containing 10 mM non-labeled a-MG). The cells were solubilized by 75 uL per well of 0.2 mol/ 
L sodium hydroxide. The cell lysates were transferred into PicoPlates (Packard), and then added 150 uL of MicroScint- 
40 (Packard) and mixed. Radioactivity was measured by means of micro-scintillation counter TopCount (Packard). 

40 One hundred % was set to the difference between the uptake in the control group and the basal uptake, and the uptake 
of methyl a-D-glucopyranoside at each drug concentration were calculated. The drug concentration, at which 50% 
uptake of methyl a-D-glucopyranoside was inhibited (IC 50 value), was calculated using logit plot. The results are shown 
in Table 6. 

45 [Table 6] 



Test compound 


IC 50 value (nM) 


Example 7 


15 


Example 24 


25 



Test Example 2 

Assay for inhibitory effects on human SGLT2 activity 

1) Cloning and construction of the vector expressing human SGLT2 

[0283] The cDNA library was prepared for PCR amplification by reverse transcription from total RNA deprived from 
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human kidney (Ori gene) using o!igo-dT as a primer. Using this cDNA library as a template, the DMA fragment coding 
2 to 2039 bp of human SGLT2 (ACCESSION : M95549, M95299), which was reported by R. G. Weils et al., was 
amplified by PCR method and Inserted into the multi-doning site of pcDNA3.1(-) (Invitrogen). The DNA sequence 
inserted was perfectly matched to the previously reported sequence. 

5 

2) Establishment of cell line stably expressing human SGLT2 

[0284] The expression vector of human SGLT2 was digested by Sea I into a linear DNA. The linear DNA was trans- 
fected into CHO-K1 cells by means of lipofection (EfTectene Transfection Reagent: QIAGEN). Neomycin resistant cell 
10 lines were selected by culture in the medium containing G41 8 (1 mg/mL, LIFE TECHNOLOGIES), and then the activity 
against the uptake of methyl-a-D-gtucopyranoside was measured by the method described below. The cell line, which 
showed the greatest uptake activity, was selected and designated as CS2-5E. CS2-5E cells were cultured in the pres- 
ence of G418 at 200 jig/mL. 

15 3) Measurement of the inhibitory activity against the uptake of methyJ-a-D-glucopyranoside (a-MG) 

[0285] CS2-5E cells were seeded into a 96-well culture plate at a density of 3 x 10 4 ceils/well and cultured for 2 
days, and were used in the uptake assay. A mixture of non-labeled (Sigma) and 14 C-labeled a-MG (Amersham Phar- 
macia Biotech) was added to the uptake buffer (pH 7.4; containing 140 mM sodium chloride, 2 mM potassium chloride, 

20 1 mM calcium chloride, 1 mM magnesium chloride, 10 mM 2-[4-(2-hydroxyethy1)-1-piperazinyl]ethane sulfonic acid 
and 5 mM tris(hydroxymethyl)aminomethane) at the final concentration of 1 mM. A test compound was dissolved in 
dimethyl sulfoxide, and then appropriately diluted with distilled water. The test compound solution was added to the 
uptake buffer containing 1 mM a-MG, and designated as a measurement buffer. For the control group, the measurement 
buffer without any test compound was prepared. For measuring the basal uptake, a basal uptake measurement buffer 

25 which contains 1 40 mM chorine chloride instead of sodium chloride was prepared. After removing the culture medium 
of CS1-5-11D ceils, 180 uL of the pre-treatment buffer (the basal uptake buffer without a-MG) was added to each well 
and incubated at 37° C for 1 0 minutes. After repeating the same treatment, the pre-treatment buffer was removed. To 
each well was added 75 ul of the measurement buffer or the basal uptake buffer was added and incubated at 37° C 
for 1 hour. After removing the measurement buffer, cells were washed twice with 180 ul per well of the washing buffer 

30 (the basal uptake buffer containing 1 0 mM non-labeled a-MG) . The cells were solubilized by 75 uL per well of 0.2 mol/ 
L sodium hydroxide. The cell lysates were transferred into PicoPlates (Packard), and then added 150 ul of MicroScint- 
40 (Packard) and mixed. Radioactivity was measured by means of micro-scintillation counter TopCount (Packard). 
One hundred % was set to the difference between the uptake in the control group and the basal uptake, and the uptake 
of methyl a-D-glucopyranoside at each drug concentration were calculated. The drug concentration, at which 50% 

35 uptake of methyl a-D-glucopyranoside was inhibited (IC 50 value), was calculated using logit plot. The results are shown 
in Table 7. 



[Table 7] 



Test compound 


IC 50 value (nM) 


Example 2 


6 


Example 3 


41 


Example 43 


12 



45 

Industrial Applicability 

[0286] The fused heterocyclic derivatives represented by the above general formula (I) of the present invention, 
pharmaceuticaliy acceptable salts thereof and prodrugs thereof exert an inhibitory activity in human SGLT and can 
so suppress increase of blood glucose level or lower blood glucose level by inhibiting absorption of carbohydrate such 
as glucose at the small intestine or by inhibiting reabsorption of glucose at the kidney. Therefore, the present invention 
can provide excellent agents for the prevention or treatment of a disease associated with hyperglycemia such as 
diabetes, postprandial hyperglycemia, impaired glucose tolerance, diabetic complications, obesity or the like. 

55 

Claims 

1. A fused heterocyclic derivative represented by the following general formula (I): 
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wherein 

R 1 represents a hydrogen atom, a halogen atom, a hydroxy group, an amino group, a mono or di(C^ alkyl) 
amino group, aC^ alkyl group, aC 14 aikoxy group, a ha!o(C 1 ^ alkyl) group, a halofC^ alkoxy) group, a hydroxy 
(C-,^ alkyl) group, a hydroxyfC^ alkoxy) group, a mono or dithydroxyfC^ alkyl)] amino group, a carboxy group, 
a C 2 _ 7 alkoxycarbonyl group, a carbamoyl group or a carbamoyl (C^ alkyl) group; 

r2 represents a hydrogen atom, a halogen atom or a G,^ alkyl group; 

R 3 and R 4 independently represent a hydrogen atom, a hydroxy group, a halogen atom, aC^ alkyl group, 
a C 2 _6 alkeny) group, a alkynyl group, aC^ alkoxy group, a C 2 ^ alkenytoxy group, aC u alkylthio group, a 
alkenylthio group, a halofC^ alkyl) group, a halofC^ alkoxy) group, a halofC-,^ alkylthio) group, a hydroxy 
(C^alkyl) group, a hydroxy (C^alkenyl) group, a hydroxy^ _e alkoxy) group, a hydroxy^ _e alkylthio) group, a 
carboxy group, a carboxy(C t ^ alkyl) group, a carboxy(C 2 _6 alkenyl) group, a carboxy(C 1 ^ alkoxy) group, a carboxy 
(C^ alkylthio) group, a C2.7 alkoxycarbonyl group, a C2.7 alkoxycarbonyl-substituted (C^ alkyl) group, a C 2 _ 7 
alkoxycarbonyl-substituted (C 2 ^ alkenyl) group, a C 2 . 7 alkoxycarbonyl-substituted (C,^ alkoxy) group, a C 2 . 7 
alkoxycarbonyl-substituted (C^ alkylthio) group, a alkylsulfinyl group, a alkylsulfonyl group, -U-V-W-N 
(R 5 )-Z or any of the following substitutes (i) to (xxviii) which may have 1 to 3 substituents selected from the following 
substituent group a on the ring; 

(i) a C6_ 10 aryl group, (ii) C^q aryl-O-, (Hi) C^ 0 aryl-S-, (iv) a C^q aryl-substituted (C^ alkyl) group, (v) a 
Cg. 10 aryl-substituted (C^ alkoxy) group, (vi) a C^g aryl-substituted (C^ alkylthio) group, (vii) a heteroaryl group, 
(viii) heteroaryl-O-, (ix) heteroaryl-S-, (x) a heteroaryKC^ alkyl) group, (xi) a heteroarylfC^ alkoxy) group, (xii) a 
heteroaryl(C 1 _ 6 alkylthio) group, (xiii) a cydoalkyl group, (xiv) 03.7 cycloalkyl-O-, (xv) C3.7 cycloalkyl-S-, (xvi) 
a C3.7 cycloalkyl-substituted (C^ alkyl) group, (xvii) a 03.7 cycloaikyl-substituted (C^ alkoxy) group, (xviii) a C3.7 
cycloalkyl-substituted (C^ alkylthio) group, (xix) a heterocycloatkyl group, (xx) heterocycloatkyl-O-, (xxi) hetero- 
cycloalkyl-S-, (xxii) a heterocycloalkyl(C 1 . 6 alkyl) group, (xxiii) a heterocyc!oaIkyl(C 1 _ 6 alkoxy) group, (xxiv) a het- 
erocyc!oaikyl(C 1 ^ alkylthio) group, (xxv) an aromatic cyclic amino group, (xxvi) an aromatic cyclic amino(C^ alkyl) 
group or (xxvii) an aromatic cyclic aminofC^ aikoxy) group, (xxviii) an aromatic cyclic amino(C 1 ^ alkylthio) group, 

U represents -O- , -S- or a single bond and with the proviso that at least one of V and W is not a single bond, 
when U is -O- or -S-); 

V represents aC 14 alkylene group which may have a hydroxy group, a C 2 ^ alkenylene group or a single bond; 
W represents -CO-, -SO^, -C(=NH)- or a single bond; 

Z represents a hydrogen atom, a C 2 . 7 alkoxycarbonyl group, a C^q aryl-substituted (C 2 . 7 alkoxycarbonyl) 
group, a formyl group, -R A , -CORB -S02RB, -CON(R) c R D , -CSN(R C )R° , -S0 2 NHR A or -C(=NR E )N(R F )R G ; 

R 5 , R A , R c and R D independently represent a hydrogen atom, aC^ alkyl group which may have 1 to 5 
substituents selected from the following substituent group p or any of the following substitutes (xxix) to (xxxii) which 
may have 1 to 3 substituents selected from the following substituent group a; 

(xxix) a C6_ 10 aryl group, (xxx) a heteroaryl group, (xxxi) a C3.7 cydoalkyl group or (xxxii) a heterocycloalkyl 

group 

or both of Z and R 5 bind together with the neighboring nitrogen atom to form an aliphatic cyclic amino group 
which may have 1 to 3 substituents selected from the following substituent group a; 

or both of R c and R D bind together with the neighboring nitrogen atom to form an aliphatic cyclic amino group 
which may have 1 to 3 substituents selected from the following substituent group a; 

R 3 represents a C 2 . 7 alkoxycarbonyl group, a alkylsulfonylamino group, a C^q arylsulfonylamino group, 
a alkyl group which may have 1 to 5 substituents selected from the following substituent group p or any of 
the following substitutes (xxxiii) to (xxxvi) whichmayhave 1 to 3 substituents selected from the following substituent 
group a; 

(xxxiii) a Cq_ w aryl group, (xxxiv) a heteroaryl group, (xxxv) a cydoalkyl group or (xxxvi) a heterocy- 
cloalkyl group, 

R E , R F and R G independently represent a hydrogen atom, a cyano group, a carbamoyl group, a C 2 . 7 acyl 
group, a C 2 . 7 alkoxycarbonyl group, a C^q aryl-substituted (C^ alkoxycarbonyl) group, a nitro group , a C,. s 
alkylsulfonyl group, 

a sulfamoyl group, a carbamimidoy! group or a alkyl group which may have 1 to 5 substituents selected 
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from the following substituent group p; 

or both of R E and R F bind together to form an ethylene group; - 

or both of R F and R G bind together with the neighboring nitrogen atom to form an aliphatic cyclic amino group 
which may have a substituent selected from the following substituent group a; 

Y represents — O-, -S-, or -NH- which may be substituted by a C 1-s alkyl group or a hslofC^ alky)) group; 

Q represents -C^ alkylene-, -C 2 -6 alkenylene-, -C^ alkylene-O-, -C^ alkylene-S-, -O-C^ alkylene-, 
- s " c i-6 aftytene-, -C^ aikylene-O-C^ alkyiene- or -C^ alkytene-S-C^ alkyiene-; 

ring A represents a C^q aryl group or a heteroaryl group; 

G represents a group represented by the formula: 



10 



15 



-^V (Gl) 

HO v °'^j^" v OH 
OH 



or a formula: 



20 



25 



HO^y "'OH 
OH 



[substituent group a] 

30 a halogen atom, a hydroxy group, an amino group, a alkyl group»a alkoxy group, a halo(C 1 _ 6 

alkyl) group, a halo(C 1 ^ alkoxyjgroup, a hydroxyfC^ alkyl) group, a C 2 _ 7 alkoxycarbonyl-substituted (C^ 
alkyl) group, a hydroxyfC^ alkoxy) group, an aminojc^ alkyl) group, an amino (C^ alkoxy) group, a mono 
or di(C^ alkyl)amlno group, a mono or difhydroxyfC,^ alkyl)] amino group, a alkylsulfonyl group, a C^ 6 
alkytsulfonylamino group, aC^ alkylsulfonylamino-substituted (C^g alkyl) group, a carboxy group, a C 2 _ 7 

35 alkoxycarbonyl group, a sulfamoyl group and -CON(R H )R 1 

[substituent group p] 

a halogen atom, a hydroxy group, an amino group, a C^g alkoxy group, a alkylthio group, a halo 
(C^g alkoxy) group, a halo (C^ alkylthio) group, a hydroxy (C^ alkoxy) group, a hydroxy (C^ alkylthio) 
<o group, an amino (C^ alkoxy) group, an amino (C^ alkylthio) group, a mono or di (C^ alkyl) amino group, 

a mono or di[hydroxy(C 1 _ 6 a!kyl)]amino group, an ureido group, a sulfamide group, a mono or difC^ alkyl) 
ureido group, a mono or di[hydroxy(C 1 _ 6 alkyl)]ureido group, a mono or di(C t ^ alkyl)sulfamide group, a mono 
or di[hydroxy(C 1 _ 6 alky1)]sulfamide group, a C 2 . 7 acylamino group, an aminofC^ acylamino) group, a C,^ 
alkylsulfonyl group, a C|_ 6 alkytsulfonylamino group, a carbamoyl (C^ alkylsulfonylamino) group, a carboxy 
45 group, a C 2 _ 7 alkoxycarbonyl group, -CON(R H )R', and any of the following substitutes (xxxvii) to (xxxxviii) 

which may have 1 to 3-substituents selected from the above substituent group a on the ring; 

(xxxvii) a Cg_ 10 aryl group, (xxxviii) Cg_ 10 aryl-O-, (xxxix) a Cg_ 10 aryl-substituted (C.,^ alkoxy) group, 
(xxxx) a Cg„ 10 aryl-substituted (C^ alkylthio) group, (xxxxi) a heteroaryl group, (xxxxii) heteroaryl-O-. (xxxxiii) 
a C3-7 cycloalkyl group, (xxxxiv) cycfoalkyl-O-, (xxxxv) a heterocycloalkyl group, (xxxxvi) heterocycloalkyl- 
O-, (xxxxvii) an aliphatic cyclic amino group or (xxxxviii) an aromatic cyclic amino group 

R H and R' independently represent a hydrogen atom or a Cj.g alkyl group which may have 1 to 3 sub- 
stituents selected from the following substituent group 7; 

or both of R H and R f bind together with the neighboring nitrogen atom to form an aliphatic cyclic amino 
group which may have 1 to 3 substituents selected from the following substituent group 8 ; 

55 

[substituent group -fl 

a halogen atom, a hydroxy group, an amino group, a C 1-6 alkoxy group, a haIo(C r6 alkoxy) group, a 
hydroxyfC-j.g alkoxy) group, an amino (C^ alkoxy) group, a mono or di (C 1-6 alkyl) amino group, a mono or 
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dilhydroxyfC^ a!kyl)]amtno group, an ureido group, a sulf amide group, a mono or di (C^ alkyl) ureido group, 
a mono or dilhydroxytfC^e aIkyl)Jureido group, a mono or difC^ alkyl)sulfamide group, a mono or d [[hydroxy 
(C^ alkyl)]sulfamtde> group, a acy!amino group, an amino(C2_ 7 acylamino) group, a C 1-6 alkylsutfonyl 
group, a alkylsulfonylamino group, a carbamoyKC^ alkylsulfonylamino) group; a carboxy group, a C^.j 
5 alkoxycarbonyi group and -CON(R J )R K 

[substituent group 8] 

a halogen atom, a hydroxy group, an amino group, a alkyl group, a aikoxy group, a halofC^ 
alkyl) group, a halotC^ aikoxy) group, a hydroxyfC^ alkyl) group, a C 2 _ 7 alkoxycarbonyl-substituted (C^ 
10 alkyl) group, a hydroxy(C^ aikoxy) group, an aminofC^ alkyl) group, an aminofC^ aikoxy) group, a mono 

or di(C 1 ^ a!kyl)amino group, a mono or di[hydroxy(C 1 _ 6 aIkyl)]amino group, a alkylsuffonyl group, a 
alkylsulfonylamino group, a C 1-6 alkyl sulfonylami no-substituted (C^ alkyl) group, a carboxy group, a C2.7 
alkoxycarbonyi group, a sulfamoyl group and -CON(R J )R K 

R J and R K Independently represent a hydrogen atom or a alkyl group which may have any 1 to 3 
15 substituents selected from a hydroxy group, an amino group, a mono or di(C t ^ alkyl) amino group, a C2.7 

alkoxycarbonyi group and a carbamoyl group; 

or both of R J and R K bind together with the neighboring nitrogen atom to form an aliphatic cyclic amino 
group which may have any 1 to 3 substituents selected from a hydroxy group, an amino group, a mono or di 
(C^ alkyljamino group, aC^ alkyl group, a hydroxyfC^ alkyl) group, a C 2 _ 7 alkoxycarbonyi group, a C 2 . 7 
20 alkoxycarbonyl-substituted (C^ alkyl) group and a carbamoyl group, or a pharmaceutically acceptable salt 

thereof, or a prodrug thereof. 

2. A fused heterocyclic derivative as claimed in claim 1 , wherein R 2 represents a hydrogen atom; Y represents -O-, 
-S- or -NH-; Q represents an ethylene group, or a pharmaceutically acceptable salt thereof, or a prodrug thereof. 

25 

3. A fused heterocyclic derivative as claimed in claim 1 or 2, wherein the ring A represents a group derived from a 
benzene ring, a pyridine ring, a pyrimidine ring, a pyrazine ring or apyridazinering, or a pharmaceutically acceptable 
salt thereof, or a prodrug thereof. 

30 4. A fused heterocyclic derivative as claimed in claim 3, wherein the ring A represents a phenyl group, or a pharma- 
ceutically acceptable salt thereof, or a prodrug thereof. 

5. A fused heterocyclic derivative as claimed in claim 3, wherein the ring A represents a pyridyl group, or a pharma- 
ceutically acceptable salt thereof, or a prodrug thereof. 

35 

6. A pharmaceutical composition comprising as an active ingredient a fused heterocyclic derivative as claimed in any 
one of claims 1- 5 , or a pharmaceutically acceptable salt thereof, or a prodrug thereof. 

7. A human SGLT inhibitor comprising as an active ingredient a fused heterocyclic derivative as claimed in any one 
40 of claims 1-5, or a pharmaceutically acceptable salt thereof, or a prodrug thereof. 

8. A human SGLT inhibitor as claimed in claim 7 , wherein SGLT represents SGLT1 and/or SGLT2. 

9. A human SGLT inhibitor as claimed in claim 7 or 8, which is an agent for the inhibition of postprandial hyperglycemia . 

45 

10. A human SGLT inhibitor as claimed in claim 7 or 8, which is an agent for the prevention or treatment of a disease 
associated with hyperglycemia. 

11. A human SGLT inhibitor as claimed in claim 10, wherein the disease associated with hyperglycemia is a disease 
so selected from the group consisting of diabetes, impaired glucose tolerance, diabetic complications, obesity, hy- 

perinsulinemia, hyperlipidemia. hypercholesterolemia, hypertriglyceridemia, lipid metabolism disorder, atheroscle- 
rosis, hypertension, congestive heart failure, edema, hyperuricemia and gout. 

12. A human SGLT inhibitor as claimed in claim 7 or 8, which is an agent for the inhibition of advancing impaired 
55 glucose tolerance into diabetes in a subject 

13. A pharmaceutical composition as claimed in claim 6, wherein the dosage form is sustained release formulation. 
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14. A human SGLT inhibitor as claimed in any one of daims 7-12, wherein the dosage form is sustained release 
formulation. 

15. A method for the inhibition of postprandial hyperglycemia, which comprises administering an effective amount of 
5 a fused heterocyclic derivative as claimed in any one of claims 1 -5, or a pharmaceutically acceptable salt thereof, 

or a prodrug thereof. 

16. A method for the prevention or treatment of a disease associated with hyperglycemia, which comprises adminis- 
tering an effective amount of a fused heterocyclic derivative as claimed in any one of claims 1-5, or a pharmaceu- 

10 tically acceptable salt thereof, or a prodrug thereof. 

1 7. A method for the prevention or treatment as claimed in claim 1 6, wherein the disease associated with hyperglycemia 
is a disease selected from the group consisting of diabetes, impaired glucose tolerance, diabetic complications, 
obesity, hyperinsulinemia, hypertipidemia, hypercholesterolemia, hypertriglyceridemia, lipid metabolism disorder, 

*5 atherosclerosis, hypertension, congestive heart failure, edema, hyperuricemia and gout. 

18. A method for the inhibition of advancing impaired glucose tolerance into diabetes in a subject, which comprises 
administering an effective amount of a fused heterocyclic derivative as claimed in any one of claims 1-5, or a 
pharmaceutical^ acceptable salt thereof, or a prodrug thereof. 

20 

19. A use of a fused heterocyclic derivative as claimed in any one of claims 1-5, or a pharmaceutically acceptable salt 
thereof, or a prodrug thereof for the manufacture of a pharmaceutical composition for the inhibition of postprandial 
hyperglycemia. 

25 20. A use of a fused heterocyclic derivative as claimed in any one of claims 1-5, or a pharmaceutically acceptable salt 
thereof, or a prodrug thereof for the manufacture of a pharmaceutical composition for the prevention or treatment 
of a disease associated with hyperglycemia. 

21. A use as claimed in claim 20, wherein the disease associated with hyperglycemia is a disease selected from the 
30 group consisting of diabetes, impaired glucose tolerance, diabetic complications, obesity, hyperinsulinemia, hy- 

perlipidemia, hypercholesterolemia, hypertriglyceridemia, lipid metabolism disorder, atherosclerosis, hyperten- 
sion, congestive heart failure, edema, hyperuricemia and gout. 

22. A use of a fused heterocyclic derivative as claimed in any one of claims 1-5, or a pharmaceutically acceptable salt 
35 thereof, or a prodrug thereof for the manufacture of a pharmaceutical composition for the inhibition of advancing 

impaired glucose tolerance into diabetes in a subject. 

23. A pharmaceutical composition as claimed in claim 6 which comprises combination with at least one member se- 
lected from the group consisting of an insulin sensitivity enhancer, a glucose absorption inhibitor, a biguanide, an 

40 insulin secretion enhancer, a SGLT2 inhibitor, an insulin or insulin analogue, a glucagon receptor antagonist, an 

insulin receptor kinase stimulant, a tripeptidyl peptidase II inhibitor, a dipeptidyf peptidase IV inhibitor, a protein 
tyrosine phosphatase-1 B inhibitor, a glycogen phosphoryiase inhibitor, a glucose-6-phosphatase inhibitor, a firuc- 
tose-bisphosphatase inhibitor, a pyruvate dehydrogenase inhibitor, a hepatic gluconeogenesis inhibitor, D-chiroin- 
sitol, a glycogen synthase kinase-3 inhibitor, glucagon-like peptide-1 , a glucagon-like peptide- 1 analogue, a glu- 

45 cagon-like peptide-1 agonist, amylin, an amylin analogue, an amylin agonist, an aldose reductase inhibitor, an 

advanced glycation endproducts formation inhibitor, a protein kinase C inhibitor, a Y-aminobutyric acid receptor 
antagonist, a sodium channel antagonist, a transcript factor NF-kB inhibitor, a lipid peroxidase inhibitor, an N- 
acetylated-a-linked-acid-dipeptidase inhibitor, insulin-like growth factor-l, platelet-derived growth factor, a platelet- 
derived growth factor analogue, epidermal growth factor, nerve growth factor, a carnitine derivative, uridine, 5-hy- 

50 droxy-1 -methylhtdantoin, EGB-761, bimoclomol, sulodexide, Y-128, antidiarrhoics, cathartics, a hydroxymethylgl- 

utaryl coenzyme A reductase inhibitor, a fibric acid derivative, a (^-adrenoceptor agonist, an acyl-coenzyme A 
cholesterol acyltransf erase inhibitor, probcol, a thyroid hormone receptor agonist a cholesterol absorption inhib- 
itor, a lipase inhibitor, a microsomal triglyceride transfer protein inhibitor, a lipoxygenase inhibitor, a carnitine palmi- 
toyltransferase inhibitor, a squalene synthase inhibitor, a low-density lipoprotein receptor enhancer, a nicotinic 

55 acid derivative, a bile acid sequestrant, a sodium/bile acid cotransporter inhibitor, a cholesterol ester transfer protein 

inhibitor, an appetite suppressant, an angiotensin-converting enzyme inhibitor, a neutral endopeptidase inhibitor, 
an angiotensin II receptor antagonist, an endothelin-converting enzyme inhibitor, an endothelin receptor antago- 
nist, a diuretic agent, a calcium antagonist a vasodilating antihypertensive agent a sympathetic blocking agent. 
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a centrally acting antihypertensive agent, an c^-adrenoceptor agonist an antiplatelets agent, a uric acid synthesis 
inhibitor, a uricosuric agent and a urinary alkalinizer. 

24. A human SGLT inhibitor as daimed in any one of claims 7-12 which comprises combination with at (east one 
member selected from the group consisting of an insulin sensitivity enhancer, a glucose absorption inhibitor, abigua- 
nide, an insulin secretion enhancer, a SGLT2 inhibitor, an insulin or insulin analogue, a glucagon receptor antag- 
onist an insulin receptor kinase stimulant a tripeptidyl peptidase II inhibitor, a dipeptidyl peptidase IV inhibitor, a 
protein tyrosine phosphatase- 1B inhibitor, a glycogen phosphoryfase inhibitor, a glucose-6-phosphatase inhibitor, 
a fructose-bisphosphatase inhibitor, a pyruvate dehydrogenase inhibitor, a hepatic gluconeogenesis inhibitor, D- 
chiroinsitol, a glycogen synthase kinase-3 inhibitor, glucagon-like peptide-1 t a glucagon-like peptide-1 analogue, 
a glucagon-like peptide-1 agonist, amylin, an amylin analogue, an amylin agonist an aldose reductase inhibitor, 
an advanced glycation endproducts formation inhibitor, a protein kinase C inhibitor, a y-aminobutyric acid receptor 
antagonist a sodium channel antagonist a transcript factor NF-kB inhibitor, a lipid peroxidase inhibitor, an AJ- 
acetylated-a-linked-acid-d [peptidase inhibitor, insulin-like growth factor-l, platelet-derived growth factor, a platelet- 
derived growth factor analogue, epidermal growth factor, nerve growth factor, a carnitine derivative, uridine, 5-hy- 
droxy-1-methylhidantoin, EGB-761, bimoclomol, sulodexide, Y-128, antidiarrhoics, cathartics, a hydroxymethylgl- 
utaryl coenzyme A reductase inhibitor, a fibric acid derivative, a ^-adrenoceptor agonist an acyl-coenzyme A 
cholesterol acyltransf erase inhibitor, probcol, a thyroid hormone receptor agonist a cholesterol absorption inhib- 
itor, a lipase inhibitor, a microsomal triglyceride transfer protein inhibitor, a lipoxygenase inhibitor, a carnitine palmi- 
toyltransferase inhibitor, a squatene synthase inhibitor, a low-density lipoprotein receptor enhancer, a nicotinic 
acid derivative, a bile acid sequestrant a sodium/bile acid cotransporter inhibitor, a cholesterol ester transfer- 
protein inhibitor, an appetite suppressant, an angiotensin-con verting enzyme inhibitor, a neutral endopeptidase 
inhibitor, an angiotensin II receptor antagonist, an endothelin-converting enzyme inhibitor, an endothelin receptor 
antagonist a diuretic agent, a calcium antagonist a vasodilating antihypertensive agent a sympathetic blocking 
agent, a centrally acting antihypertensive agent, an c^-adrenoceptor agonist an antiplatelets agent, a uric acid 
synthesis inhibitor, a uricosuric agent and a urinary alkalinizer. 

25. A method as claimed in any one of claims 15-18 which comprises combination with at least one member selected 
from the group consisting of an insulin sensitivity enhancer, a glucose absorption inhibitor, a biguanide, an insulin 
secretion enhancer, a SGLT2 inhibitor, an insulin or insulin analogue, a glucagon receptor antagonist, an insulin 
receptor kinase stimulant, a tripeptidyl peptidase II inhibitor, a dipeptidyl peptidase IV inhibitor, a protein tyrosine 
phosphatase-1B inhibitor, a glycogen phosphorylase inhibitor, a glucose-6-phosphatase inhibitor, a fructose-bi- 
sphosphatase inhibitor, a pyruvate dehydrogenase inhibitor, a hepatic gluconeogenesis inhibitor, D-chiroinsitol, a 
glycogen synthase kinase-3 inhibitor, glucagon-like peptide-1. a glucagon-like peptide-1 analogue, a glucagon- 
like peptide-1 agonist, amylin, an amylin analogue, an amylin agonist an aldose reductase inhibitor, an advanced 
glycation endproducts formation inhibitor, a protein kinase C inhibitor, a y-aminobutyric acid receptor antagonist, 
a sodium channel antagonist, a transcript factor NF-kB inhibitor, a lipid peroxidase inhibitor, an N-acetylated-a- 
linked-acid-dipeptidase inhibitor, insulin-like growth factor-l, platelet-derived growth factor, a platelet-derived 
growth factor analogue, epidermal growth factor, nerve growth factor, a carnitine derivative, uridine, 5-hydroxy- 
1-methylhidantoin, EGB-761, bimoclomol, sulodexide, Y-128, antidiarrhoics, cathartics, a hydroxymethylglutaryl 
coenzyme A reductase inhibitor, a fibric acid derivative, a {^-adrenoceptor agonist, an acyl-coenzyme A cholesterol 
acyltransferase inhibitor, probcol, a thyroid hormone receptor agonist, a cholesterol absorption inhibitor, a lipase 
inhibitor, a microsomal triglyceride transfer protein inhibitor, a lipoxygenase inhibitor, a carnitine palmitoyltrans- 
ferase inhibitor, a squalene synthase inhibitor, a low-density lipoprotein receptor enhancer, a nicotinic acid deriv- 
ative, a bile acid sequestrant, a sodium/bile acid cotransporter inhibitor, a cholesterol ester transfer protein inhibitor, 
an appetite suppressant, an angiotensin-converting enzyme inhibitor, a neutral endopeptidase inhibitor, an angi- 
otensin II receptor antagonist an endothelin-converting enzyme inhibitor, an endothelin receptor antagonist, a 
diuretic agent, a calcium antagonist, a vasodilating antihypertensive agent, a sympathetic blocking agent, a cen- 
trally acting antihypertensive agent, an c^-adrenoceptor agonist an antiplatelets agent, a uric acid synthesis in- 
hibitor, a uricosuric agent and a urinary alkalinizer. 

26. A use as claimed in any one of claims 19-22 which comprises combination with at least one member selected from 
the group consisting of an insulin sensitivity enhancer, a glucose absorption inhibitor, a biguanide, an insulin se- 
cretion enhancer, a SGLT2 inhibitor, an insulin or insulin analogue, a glucagon receptor antagonist an insulin 
receptor kinase stimulant, a tripeptidyl peptidase II inhibitor, a dipeptidyl peptidase IV inhibitor, a protein tyrosine 
phosphatase-1B inhibitor, a glycogen phosphorylase inhibitor, a glucose-6-phosphatase inhibitor, a fructose-bi- 
sphosphatase inhibitor, a pyruvate dehydrogenase inhibitor, a hepatic gluconeogenesis inhibitor, D-chiroinsitol, a 
glycogen synthase kinase-3 inhibitor, glucagon-like peptide-1, a glucagon-like peptide-1 analogue, a glucagon- 
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like peptide- 1 agonist, amylin, an amylin analogue, an amylin agonist.an aldose reductase inhibitor, an advanced 
glycation endproducts formation inhibitor, a protein kinase C inhibitor, a "f-aminobutyric acid receptor antagonist, 
a sodium channel antagonist, a transcript factor NF-kB inhibitor, a lipid peroxidase inhibitor, an Af-acetylated-a- 
linked-acid-dipeptidase inhibitor, insulin-like growth factor-!, platelet-derived growth factor, a platelet-derived 
growth factor analogue, epidermal growth factor, nerve growth factor, a carnitine derivative, uridine, 5-hydroxy- 
1-methyIhidantoin, EGB-761, bimodomol, sulodexide, Y-128, antidiarrhoics, cathartics, a hydroxymethylglutary! 
coenzyme A reductase inhibitor, a fi brie acid derivative, a 0 3 -adrenoceptor agonist an acyf-coenzyme A cholesterol 
acyttransferase inhibitor, probcol, a thyroid hormone receptor agonist, a cholesterol absorption inhibitor, a lipase 
inhibitor, a microsomal triglyceride transfer protein inhibitor, a lipoxygenase inhibitor, a carnitine palmitoyltrans- 
ferase inhibitor, a squalene synthase inhibitor, a low-density lipoprotein receptor enhancer, a nicotinic acid deriv- 
ative, a bile acid sequestrant, a sodium/bite acid cotransporter inhibitor, a cholesterol ester transfer protein inhibitor, 
an appetite suppressant, an angiotensin-converting enzyme inhibitor, a neutral endopeptidase inhibitor, an angi- 
otensin II receptor antagonist, an endothelin-converting enzyme inhibitor, an endothelin receptor antagonist a 
diuretic agent, a calcium antagonist a vasodilating antihypertensive agent a sympathetic blocking agent a cen- 
trally acting antihypertensive agent, an (^-adrenoceptor agonist an antiplatelets agent, a uric acid synthesis in- 
hibitor, a uricosuric agent and a urinary alkalinizer. 
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